wtant i>f St- Q ID NO 2, and i>r as ept t<. ' tt\ m „ ■■ i' .1 . 
ft urn d 1 t i . d n 1 ) it 1 n t j ) in t . .Uibcsis 

„'* l i.iiJit l. t \nt 1 ■ in. iii. iji h a i knitted 10 

i), 1 iii 1 r ' v ^ 1 , >nr u n n^ii td l'iiiu k i Mi s 

5 VSUilj , (IT IT 1 "1 I 1 !' it 7 1 E 1 'H'HII 1' tv 1 ■ lue X 5 

1 1 1 i M 1 1 ll * <1 - 1. 1 ^uti H tini 1 ' cl j 5 ii 

utiMluN n r 1 1-. t 11 it i in J 1 1 i ' uui at> ariv t t 
5V viU i *i <t 11 1 1 i •, 1 - nki (tin ' < i 1 u ik- 

I I 1 I UJU llK <l.t I III si I II t I I ,f . ^ ll , I 1,11 

W " >c, - trl . <i hm tr, ♦ mrr ' n -r\\ < 1 .ilk r \r,U an \nw*i The 

<i 1 1 > ■ 1 1 I 1 \ < ir t m in \ 1 ■> 4 11 v t 1 i f 1 .iii iu\1 

1 d 1 , K ^ , nd \n\ i kl>o 1 1; <ti ^v>^ U»H i^tv h* \Mui,i It \2u-i 

t i , it"- ^jj i ' i ii. 

M in i T I- I hi 1) - ul 11 I 1 1 U it in | 4 i. K ' v 

15 .ill .!t,ti!iiiiLanii.i 111 1. h n .tin til f Lb ; il' 11 . f i ih 1" Fii 
uu <_ n f t <J 1 11 l o 1 ut it i 1 - 1 li 1 11 lit h i 1 v 1 , I u ■ 

i _1 t-iiiN on | s. _ j lie? a VI > x M'Hi^-mip \rtiKt"-" kIit k> irtifM\ 

ihagmeit.$> it.i< iding sirxgk him miihiAk j v.. iff se the vwkbte r«§km(s) 

1 >r 11 Eiiiittt t 1 . t i< s , 1 1 f ■ t ■ i 1 1 ♦ t M mi 1 i" u. 

20 CHI , Ok-. .m;l CH> dom&sns. Also sm:bd«d in the mvessdori sre aRtigendimdiHg 

I -i 1 t 1 \ i| 1 1,11 Ti ill ' 1 I V| it illtl* I 1,1 lt»l t hi u-gimi 

€Hl, CM 1 ) * U 1 ."I 1 1 li l 1 1 li 1 fit- ;fl 1 i it . 1 it it 

u iK t _ n it Inm 1 t it 1 'iek i'-K tl f \> <. hi it it 

nit ic t_ )1 i 11 1 1 nU \ 1 if 11 > 1 > iiu 1 1 t 1 1 im I 

25 CtiK * to \ * u t\i < in H ' k 1 ^ t It On li 1 1 t 

(K d Hijiik KL v< + d t" ) Ml i Ml 1 1 1 !■! dl * , < .1, J<< * 1 

1 1 1 1 >i 1 1 1 1 iv ( i ir ji or or< h r pi 

ti • _iiiln id t'i i. " ' ( 1 4.Np v ^ > ri , ^ , mi 1 n mIii ,i ■ Jt j \\; 
M^n i 5 t n l'i\" x ll I . Lih ui tl 

-m HK-atu^ k (a, ti Kti ima^fiwroiTun i 1 1 



so 
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h _ > | ihpl- ' ! f irt r r . , n r r , [- , if t 

< i < Oi f <t - <b_ | i >n [r i i H ''1 , t li i >i m. v LpitO-^ 

. i ' . . I f 1 . J- 'J m h l ih *ci i , Nl> eg, PC I 

rwbtotio^VVO^ I '715 WO 92/08802 WO 9 tQ&m WO f 2/05793, Iutt, et 

*,«25.o48 5^-;'0^,a,i>[v, Kosteiny « al J Imnkunol 14*1547-1553 

\<« Ksh si i<«cT . ><* n < -t an h« \„r ^ i x^t< trraittif 
*hc epts^i si j. i i it ) - I ! <\ f * <jiiTv\hiv s 
W aw ii >. i - s . ■ l - i p [ . j ■ pJetun:i 'i, >fr^ Iv 

I'u tti? * ots^ fti ht s. ^ j v , \ 'u mti t i il ,<• i - h\ s«/em 
• $J »vi ^ti/k ,5* ! . tJy <« issft i u thv t it its i< f ; h.s \rtM Jh« 
vshsd .|H'u 1 \ 1 .i ai V epif ;i- (ii pukjvj'tkk' ,t ;U' ernios n«y also 

K \. j I I I utv i i w uirvtnt i i mt • t tn spcv u < ■> 

htd pi-Kj^fsKks tit e. i ii i -r , ( i i >t if , 

\i'U!' ,t <. oS the or ' u t if ' m t rr < m Ik !•>>. I d >< ) i led tl 

tarns, of thstr m>s.v^ctmtv A-Rub^ns tkit do * -t "in ! an ci. .u ■ < 

► 1"1 i ('lli v i " L >r i <I I i U 1 1. 1 i.X 

Anfcbtdieslhaib* n \| i t » ^ith at k\ta '^ ,! , atu_vot iV\ t 
20 k«i t Hi , a* *. t ' / u * ' '<> iilo'o < Lift ii < i "* l t,J^ 

l ^ > ! it-Sd' catenated unm^ r cthoJs ^s^r ^ <\ wd<ksoib*si 
h - m n m ! ' iV 1 1 1<l UM[ i ii s v 1 ii i *< 1 - 1 o o v 3 
'rort e k m I i' in i f t ii i tl'i,"j i i <"i i t 

t < *t*-i n-utrc nt r -\> !> i f > i u > i,ar>rt > nJi . 

25 CI i^N.s fhoo if \ i tl 1 | i I [ I [ L, ti 1 i > , tlK i . It, 

. sir ,( - ts- .'i-"< , I- - 'I 'i i I v fii " , t^-u! " I t -i 

' ss fl>' o ^ it .n ! • I O^l'ttl 1 I i , I I 1 ' 

' i 1 1 1 j * i ■ ti ,u k r t J i i jn ii ^ } i , 1. 1 'i u i'ti 

o ^ . ru.ui UiC j s *,1llJ o the ;Vo-s.oit m\ -nh is I ,t ,]-cn 5 . i- ■! ,ik - 1 t k 

Mi i 1 i i 1 it 1 III | n | ' i II 

in en [ (i ■- tint 'id' t "> sr n tho s^^i- t' 
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omsiam m Kd less than 5 X i£F ? M, 10' 2 M„ 5 X M. 30* M s 5 X 1 0"* M, 10'* 
M,$XS.0'*M f iCT s M,5XI0*M f S X 1.0" ? H 10 J M^X1C^M, 10> S M,5 

X io* H . W* K s x . iflf** M, «r M H 5 x io*" m to "m s i r* 2 M " M,5 
X IS 15 M, icr» K 5 X io* M M, m u U, 5 X w'* m, or bit 

Tlvs isv«ftt<oa also prawfides «i»9>odkftlhat ^petitivety iiit binding ofn 
dK«y mtthodkaoKiiiiitfae 




S5 epitope K at ^ t - , at kit > . it least f * > i t - <j0<^ ,>r 1 i < 75%.. 4 
bast 70%, at kast ^0%, or ® least SC84. 

\. it If t J iff j i i _ t ilt r i ft) 

softhepre^teveofcrn. For raoMnple, tte pmnt kv«kMdi«tes 
ftfeM* wcuu bas with the pofypp&Itttffo 
» immtkm sister ptttudly or &%, Pretest amfeo&es of the present radios 

The 

1] W t j nO t ^ . _ t ' I Jilt ' I l_ I j > I It t L * ! 

Ml J L Ml|lL t 1 ,i'l< I ill iU <• H t t I'M'lih' I '1 1'v 

35 <ktm< i t\l I , evl f i v i s i > il v t 1 1 inh < - ■ •>< ■ v r m a-i For 

(e.g., tyrosine m smmmmmm) of the raptor or its subtle by 
din .^u»: hi* an, r^dliwippl . 




activity by at ta 9m, at least 90%, at lust S 5% at bast SO 9 b at 
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miibodf. 

m 1 1 > iii . i i «ti k> is • . . I ' - f f i -\ the 

5 e. .]H Iku l.1 i ln,.,T,i pn M< i.u, :\> , rtvim ?* th. nhvn I 

CVtpk 1<I K 1 > I I { ' I { \ m. >l l'<.H t*K 11 t ll Iff" 1 ll T U 

Ji , M> .J th lu it > r nt * in In ' t h it t > 1 ! 

< < ,! 1 > < vWl I I '1 F l I ll- K1 ll if , j 11 ,U"t- (Lt Wit 1 htJl 

dfo RO i St PI 111 \ 'I 1 *t 11 t 1 ■ 1. t 1 . 1 A - k iJ- 1 il L 

10 irsv ■ntion are antihniK-s I . >. n t ckm|I It < s -il i<u-mi ,:\ ,w ^ 
I c|.r <lS->'tiM\ 1C ^i,i>rtt}t> ' r < t \ if h r i I ^logkal 

CiCiUil-tS^f ;he htMtid m<M IK.) k MUj'I .il ' i) t i !i Hi, , 
livK'f <'\,< M luuq<M i hi „ l< ; i l ■ f , t > i' i^'t'kt-. 
MV <W - ll -x ^ t_ "> t I i _1_jJ tt.r- i,i -tl'. 4>C tii 

1:5 hti m i i is. . i i .1 * i>t -in m Ji i i I l _ ii l;io Jii>-<£ 
jh! tj (■> it k i 1 i T ic t i (i I I in i ii i i l - I J 

H- 'mUll 4- * I S P«Ot\ c ^ 11 «** I - t 1 I 

ct «l . j Immunol I6l(fl). 1786-1 W4 WS), Zhu et <si , CaiK* <m I s t - ■ 
2D .*2N (iWt) \\\?n « at , J Immunol IdOO ^ v - 1 "° i M'M Prst v i i*5 . J IVR 
- i 11 i: _i 21 1 i it3fd«ai,J ImmunaJ M til ( I 
i - - "I I j> t u*d >t jI « \ r .Mf . <! h 2^-341 11997), Carbon ct al ,J. Bid Chem 
"2iTi U 1 HO I *]^7t T^'tu-d u \*wop ^l-; ■: ; >-k>J |!^M. MitMej 
ft* Mnklu i I ^-i - fiari ju j t at t ,\ i it ^ H 54-:o (19%) 

2:5 h ih i .I-. < i !■ f i. 't. - in {hcu «mirsnk,s) 

V Ej] ,0 o Hi | i ^ i i it l ' \ .i m. t <j)J ti » 11 
s O ts> tf" t ) 1 t I | I | l 1 11 tftl K\ i _ 

bath in vitro arJ i k t ulfi i r i i i i. 1 m r "ii Ic l 

nn krvi,tj*i nt n. \ . ; ii at < A\ j'i 1 'i 'i' tu ", m >i it' 

m lev«ls of pol^piste of the pressttt ijiveKtios m bblofical sampler, S«e, «,g. s 
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Pres& 2nd e<1 19$$ (in •: p,v:/0:.: I c new herein m us erairtay) 

\v i . i .ii >n t w 1 .il > _ v> < t uii -> > ' n ^> i i i i i i 

ra% be used en It &fom or m , ' r I ! r with other composlsioas.. The antibodies 

S [M S tl r I i, j . I I I'l' Us , i I u,i m > 'i C4« l V i 5 - 
L'UfthvK .1 ' L i. t I i U I. <! L^vdiuit \ ^ d I O it fit 

I 1 V [- \ ' > 1 -I I "III I ( .t „'l*. J<" 1)t 

p> m ■ t uJ't n i I ir i < i t i m . 1 1| nit . t i <l u dV-SL s 
I V s Ik.'ti .ism. ir V 1. m ^ uL.^al ii-l r ■ ■ i | I V k >\ 

1© j-u. ,dn , or tOMiw S»v P pi 'iwimm \\() > »\i * 
-1 * l-Wi v WO S P«entV> >**>, ami EP 

Ik l i u t J > Hi. „t li - , lie" l1 t ^l, ih+ i 1 < >iU I 
ti>M 'ii i i ri • ni t > kk\> c Uii U\iJ< tah til <. sj . * 
^.-s^rv r x I t<i u t i , I r _ i hi l * f jr t til n,o ^ it 1 , »n,t 

l? y < Jl ! i t 1 v ,1 In- nil -it i i J - i l K i J 

I 4 i ll> 1 ( Uvl { 1 u : t J i i \ I it i I [ U. Ill 

\ i 1 I I I . !l > I . ' \ ' i - I II i\ Hit- k > 1[ 

prok>'Kt\ J 1 t -iiil I i .U ii, ,n.[ it "f Ai» 

ktit!lU. - i±t'T ML fi^Jl - I ,\U"Ki ' It 1 <!) I \ ItU ' ^ 

2S? ti\. uJsf ^ t-uUKV hi UUJ !>i - .lit lI , si l tl i tr.l tm 

c etib'U > I • \ i i i in n \ li 'ii l s IV J a ; l , i r - 
fi»W«fi!M*dii, u ii dTPiti .tLi I' 

Pi irtil ,J t ol th i* i *. 'Mi r ; k j, ;Mle, h ii ,Ul <_ 
i i known 1 ' i i , I if an s H i i i' it- mK-te I . 

25 f i t i i- ► i i i di l t >t n r 1 <i p I 1 1 

i- r I a!' li I l i iMi 1 i li h I is , I 1 . it 

Inrt*u1f i ra^N - t. r«> -. J t - > e K > t n h n*i . e „,i tit hm 

I i . I i ti i ii * i i tn i t- 5 I|i -it 1- rc 1 it 

in v * * i v li ^ 1m ^ i ft ! l |ki ^ it i i it 

3(5 v i 1 ll C I U\ F ! s fiuiTipHtt o'l I ' I, I ' I U -v. HJ 

i mr ^i I ' i ill i i-,f ^ h K \ N v I n ,) 



I t f , v 1 1 in [s.l t pet heflwvainsss dmar^pheno 
pi'U'*>tnl!v i u 'i i U Cr 1 ■ t tlr i t <«ii-*mufl<J 

\ i t i>pa3 upshK^ies. can he p i ill j m ■> de \ eh r c \ 

* <VU TIK t IT J lit S. r I v !t I ' r i I K H i t I lttl ^ll Dll |l | „ 

[ t it f 1 1*1 0| i 1 1 HI s v ill hi 

i i. iv& i-iml h i ii i t M 1 >" 'i i . , i \sn is -\- j* uH i i > ■ 

> -viril- i f; 1 u \m i l \1, N ir *' kin i Hi|J\i 

W<k t| - i t i I > l it.' v /ti ■, 1 > h -.'l H iitmS ; t < in Vff l.s.Ju >J 

10 tatiisodtes ami T-CeM HjfafckHMs St i - l^^KY , 1.981} ($a«£ rc&rsrsces 

( > . 'idt'> i t> r. i |m i < ' reti -hi I ¥ x,r r * ■ i i> \\ ,i 

i JKiliio i , nit r ' arti&^&c* prcdyi.eJ fin. i i > 1 ht " k 

'k'U I H ill 'I 111* 1 J I U i it *t J t It ii Mlldt 

■ ,:>• ilnhf_ , -uk ir. 'i pun 1 i oi h _> .sr.* i; iK-t th ictlnJ h 
is which it Is produces! 

\\ ' \ I t i'h in ' _ ^ . I uit > i *i_ h Uvtuf < 

vh Jt i in I h i ti I c t i 1 jt>. , j ir i i I <• «e 

5 v - it I » i r ,tr 1 1' 't (i, t f i\t ,x\ h ' m i i , o 

o ul a f oKpopn • ui T» t n'mo ^vdl r «[ - u m ■ pi It ( 1 ,. u 

20 -l ii r t i v 1 l uit i ( eh u 4 i r t i t it. t 

'Ji n . mim, tlbe mouv: .[ t u t i 1 . i it I h<: 

Kplt-ivLVit .st- tl tWsih > kp tcd^u t*- a «t , r it J. it- cU.^id l^: 

a Hi it'ui 1 N ttf f uf d\\ mm r <t > r t n . n v s i s d I 

25 "■ft Is MvlMHll ' ► llh>li> T ll I. 4 ,lUt it l 'I It' 1 si 

< - < I- • ii I tin; h . 1 

i J 1 1 he v ? - 1 i U> - i tt i » u_> m.c t i, c i it la i 

ji t k , t r ; i' i t ( 1 t i| r 

mill nl U ilh isttci, vi.! i 5 : ^ . , ^i, juc ( fc^rc tl ti n I i T'h l 

H' ii Jtif _ i . i i . I) i l it , it i i t ti i t I t t- >r t 

ik aI sk'i k u, . h\ fiLi\ng sptoiMW isolated t t n -i > n i l i / I 



■ (1 ) HI ft- ' I - I » , , 1 

ll ■ ' : ' 1 .!'. i>l 1: ; i ' ..'I U T' ;l" t:V H ■ i'' I' ?' - v v-. i .■: . h.. tfi >• •>••. rrl:; ,jr; yisMJX'dy 

able to tfad a ^peptide of the Iwwtim. 

Imni ^ s F^r ^ ar h 1* Mt * J * - ^ i ,i r . r 1 , M «h i va« r iu > v 

r^^fKH, .... U t dO ir^k^^.UHE crURmesMfc.fr 

4»jMp.im«oru ji 1 ) i ) i i t i h h \ C i. .j ii i 

hr>P i ^ tuuf ith v « iU c r * t h lu'i ) i «ant K&in ami th« 
Oil domain of fee heavy dtani 

asm* > » m»n i hage display methods fanow» ia the a. t ... ph m d splaj netto* 

m Inap 

i i [Si * , | i i , r I i i ' m 'i I ! i 1 [mi 

t( irr i r r i \ \ > i< in in ii V- i >, v j'n r l< 
Ov - dil' f r in u 4 u i < i < t ,? i 1 tvt 

' * i > p is i > , n*i\ i nlifi nr.jt j ,i I 

,i i h i i , r it* in r , ( ii nt i rh < 

I fd smd y 13 binding domains expressed from pha^e wfctt F«b, Fv or 

^ an.tibc% ioxmm reemAkmfy fused to either the phage 
ill i- H fc f 1 t i | i t \ « v Ht used 

HU'^ i ' ,k,"i r, l-i- hrUmRW N ~: .-mI'U. 
f'Ki ' u i H , J * i I s> ' n 1 tl >> 1 L i it ,' ^ ^ * M 

;h 1 1 "Oil ih 1 an^vsoti\o IH i uis- I'.J l\ 1 j^Hcmon* WO 
■\ 0> w WO y J * \ W( ^ m* % WO ^ ^ s <> WO « I J236x WO 
os-tW \VO« _ 4t t ii'l M>. iO m 'n i ^: h x ^ St 
S^&O.TI? ^.427.<K« SJ50.75.? 5,821,047; 5 s 57l,<i«S 5 J27 <^8 5 t >16,&r?; 
^^-Mt^?- ... 74'^ir s >f which ksmi-arpoiaicdh ?m 



As deserit>ed at the above reference atepkip sdt ion, th antibody 
ca^g Tyloses from } KiJt Cits riv ,\d<n<. i AtiJ iw i Jte whuic 

U t iki i u t iKU t o 1 t v n-v ^ Hindnv 
foment. #td chested m any dewed ho< inriwfan* maraaalian edk ,a*c; eel* 

I v i ii i e t i ' t 1 ir ) 1 1 hi I I i 1 i it i n tnt, ir d vK 
-i J i i t i n i. r . ' \ u"u i- ir •>! t n t i i 1 i 1 jb <. ^jo i 

wo Mi i <_?, bt, E^hum- i: t « 3 ^ » *» ,«d <vm&iei' 

4 , AIRI W>U t i^iietieits j. S*, en.* 24i> > iS^imiJ 

to r*«es hku pomiedh frfhacfin^i, ,>pi 

! a mpfe* of t«t hn q \s '<vf J can bs wwd to fttO&iee i^M^fe fn ittd 
antibodies Kiclude thow described tn if is Patent 4,«*40,^ l si fu^i i 
et a3., Methods in Eiayoiology 203:46*88 (1991); Shaet ai, FNAS ^:7»S»?^9 
M^'H, vu„, t . o ( .Sue.iet-2-10 hi-V S- > ^a- jnJudim. 

IS v i , | . t <\< s_ l tl u!l 1 J l t ■ < H s I iii 

it i i i i c [ i ui i t n u ii ii die \ c 1 it - k t il m i i feeult 
i^VshK^Jukt i i im d i i t „ L^ts far 'uKpasu 

1 I t .1 . ! 1 I lis h I ' l , 1 ! 1 >t _ h 1 I ' I I I ' • 1 

antibody a hmm itomm^hM® mtmmt mgkfi MMhois for pradudflg 
20 thrm&k antibodies are knows inthe«rt. Sec e g, ;< Morrises, Sdeaee 229: 1 202 
t ^ \ 0$ « aL Hsol ecfaniqua i 1 U < < n h t ( r v>. « £ I Immmvl 

Methods 125-19^202; U.S. Patem Nos. 4,816,56/; asd 4SI63^ S wfekh 

v. Jilv M i tlttv* , Kt I . It .M fill fill, < J fl it!Ut 

n i -i I il s it i i i | t i < 1 . ii ir tint tnt , 
h,u k'i i x , [ shti , t- t i< i if, i < i -nin in - . n . i ► ("tkimi <\ . i 

'' I > 1 ii l *t, I 1 " Ph>' I > 'IP ill !]t I i 

(to ha^i.H i ^ ti iti ii it' i * !^ ued u *r 

j . H n i t ■ i v is i ' ["IP i(|iRi - i < i f .ill l l ''r f 

39 kno Mur 'tcir cl t r > . < t . u t i „ <. the * 1)6* at - u » ti* wmk 
-^s, to isi j N i' s f - . <«, - s i s- ii} m u t ' ' .it lUfi ii . . srul sequent 



i\ i t inn 



ii] ] III i I r i iS- i ''ill i -> 

eg,, Qyg^i & al, UJ, Fwlfe. SJiS^iS; Rledanaisss & al., Naiurs 332:323 
r \ <\ , ' it * t, f i I J t < >-> % <\ i t. u Kt ,. j< - its t \n . i 
« he iitiTO 1 i~. ii' in ' ■ . • n.^wnmiheart indwir:: Mr 
5 e*osipk a>R\£W*ftni!Vi a F 2 \ ! i 1 1 * t. 5 ;m! m WU " . o> o ' ! - P*fet t 

SP^S ^ Udl^l \t it ' rr t ,1T ! I, r >J t 1 m I I V I . U 

al , IS>*|- 1 1 i ^ c irv; \to He^> m ^> FN AS o I *.«-07* 

H>>94}}, ind J\t -i viktffisju* (t S tint No ^ ^ i 

1.0 Uil HI Ml 11 I i Jj 110 f\i KUil lxm tb 5 ( h 11 ui 

trer^rrt i'Mr w'MVr, fin 1 il i t 1 1 iJebsawte*} of 

. th i> in-ir , ir 1 lir ■ , >S p ,j , r . I 1 * , Ji vi ihm u.-s. 
ct\[ t ' - ' t > , ,1 ir\* i it i . ' hi o h k< < iv ! ^ 

Paten* Mas. 4,444,887 and 4,716,1 1 i; and PCX publications WO 98/46645, WO 
§5 1 .V \\U "S Vv(l 'K : \\o u , it -) . \\n'wr«?*~ WO 

91/10741 tiJiol *Nds is ii rpt lie, ntuiu. nit s licet 

f- 11 di ait)> ,11. t il (. t 1 i ihn 11 ^1 " 1 

um'lt >s| nii b i^ti <> , . L»tn 1 it 1 i . h ' v b t v*hu.h <.<. 

-,it T'KJi.'iik iiiru:l"i|in UM o f n s.Sij I 'I t t , >i . r, - 1 di1 

S('S O ' m » _ k v 1 UNt k It t c 1 1 

k>nvok*gO^ ' > >'(>'m, mi . 1, -t I iiiK-oirui's \!x"H"m V c 

h ^1 t < 11 ,M V *i ■ v -T, *n n > » « if f< i. r 1 n 1 i I t u tre 1 « 1 \. 

t^J^e^^'v l -k 1 k'JI- tr lit r Mr >i h i ji Hi uis 

The ii)^u<,c he.iw ;l r.;.i liLi.bt iLr n ii ii A -m i-envs sr.av be rendered Ron- 

2:5 \ie\« .11 , 1 11 f .11 m 111 .u . iIl in ! 111 -1 

11 ,1*0 H 'J I «iK h 1 I . 1- t i b 1 i 1 (iii f f i ix 

It Htl >' I Uil! 1 1 I I 1 ^ It 1 It 1 

» 'Ml " V 1IL1-1 j, 1 ,1^ U,> Ul\ It 1 W H t t j I It. 

i h I [ t v 'lK V'kllH K 'V t, M.L.hhMM, t V II v. 

30 <.hi h?xp s>^Hi 11 ?sxibodi - I H »"n 11 ir 111 1 11 I 1 1 iii 
M\r-K'-^ ' >. , all «r a ponion of a p % 1 - of th 
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fjTVOUCl \Wo,\tvl IIT h i IffrV-. _ trr t tU <^ ^-ihc fuiivj- ui t 

r<i mini k< fi *n 'itiu it t c - uivu'h mI si J i ^1 1 ^ «, lu 

' ill It I ' ] ' 1 I) ' - * ' I il Ml' , lo ! ! I 

B ^ <|itfu« JUMon Atsi * jht-^uMit \ u i k;oo l •a',^ >- >nu in > \n in k 
5 < n lati. it "Pi i v • i . E a Jin ]u' iti p' K'Mj -i-iinif ill 

l l [A I'M IM k^ Km H i' i Hi <,>. a « K 

[ i> i'iui I i u i r i i I ' t r _ in t H - ' irt Rev hium •• 

il" "i , i 1 uk 1 Ji i» "it << hi f i i l»j i < 1 1 i iiil ii' i i a t 
i hn ,, i i ti .I I. ii 'i' i e. ii 1 >' - ui I- i -to It . » „ v iJi j. jb \Hn , <-t>- 

European Ps&ent No 0 SS>S 8?7„ 0 S Patent Ntos MI3,«*2i, 5*2 « IX ^^.-D. 
\"o-r> 5 ife 6? Oft*, S,5«K.$06 S,ai4,3HS;S,8»5.T93; 5.^1 6,77 L and 5^3«*.50S, 
s hi s dti i i> i f i S Sv-faessce l^eressi «i the« fms^E^ 5 ^ a l ' < n > i tt t \ 
k t \ \ 1 1 (1 i iiUuiidi it i a i f v i 
SSi e«g4"^ i f n k <. 1 1 i i <i i.;Ju . ^i'tdagisi»s-ts^lectel .iiiisji.-.u.iiiL' 
tvi t In - 1 I ,- t it. < jV viit i K^c 

i i > t i in u i > .i ' t i r I u 

r-.ii - t < It ' u tdiTf 1 t i V, i . I ii i\ f i ti l < 

> L.u (Mi i , , ii t d i i it i v u »' <jv 

213 ikvi t i \ caropiet hart wtsb dy realizing the 5 n epitope (Jesfwr 

. H > '.3.H l„_, 1 - '* - 4'M f 

I urthe* dtnit edits us ?be polype ti h oi ih i _ i u >: i, in tu 
t t i k* j k at 1 1 - 1 1 s | i r i tr i t t\i ik tii 

m rip i t h 1 " \ t k M I- ti tK „<t ( Si 

25 i il . i s; v kV i I. r i > \M p. 1 "t S f 4 < - 1 S , „p < \ ^off, .< Immunol 

^'iM^-'-f'M <" ! ' J" ■ it« 't tut i 1 . v h J I dt jrJ . > Nt th 
inh ? > ti , t I t H n im1 1 1 t _ i | ni , i I t1i„ f i 1 i 

Issln-nc, irK i ?o a < t i i i <<* fu i i ii i tf f '>FM"' 1 
t ihn _ i it k y r i i 1 1 u 1 j |i u'> >l ir ' n ' l biti, 'l 

:ms poH^nide anchor Us hgwd. Such ReuTalJxsngAav-lu^ »m t i ' -•n^us«sf 
- I- .n" - >p ., k ,, m 1 1 t. ,*ei«{c f > ft" -1 't i Kt^Hsde 



ct lK> ^Mi<t ^iHt" Of V Kx; U- '« 11 it ,t • . vN> - il 

acts-- :y 

.5 Pt>h iwi'lmffi}*- Fftntthnx Afmbtytiki 

1 I H if in i I [Jk j > I t l I- i! .J i I b . i P-li 11 2 1 . i _ ■ l b 

mqnetK? tn * < „u > a, ii the »-x , t .m i <t , >r > nts «hm^ 

If y ilt 1 )' , I ■ < l I T 1 |1 I I [ l i IP n - t l| f f | H\t\~ 

ir i i i 1 1 il i i i r t i in I j . ] i i , th 

1ft ixie ^ks I-* k [ >- H ft iii til j. > i i .e n'lhe 

iavmikm, preferably, antibody thai febd.s to a pelype^hd* h»vtng tile add 

1\ ^ *n - > -<~ 1 j« tifui: dtJ ^-ttkku >k Hiicu* if h -c 

v « u t -> i i ' f - -i \ irk m Ki il. :K 

ss -,i i 1 i f i >i < ) >k m nn pkn r m - 'K.Jinj£ihe 

jt'Ik i i- i - t t I u ii i h , i il i m i 1 .I k ( . l Ji< us; a, 
>W'ih\j i K'.t-u'u- r al Hi h\ n ] n ' ' k f> >kt w^-di n irfh tnvakes 
K <■ i t <. s i I Hi i J it in . ^* em*, o^he «<* i' v v 

Ul k i ' tli I' n , t ^ i I I ^ ttli _ t I i c I i l i i , , t i I 

2>$s> , if ii tu t t k .ii _ i ! i • \ S't k 

\1t. 'uri s i <sk n f < . r ii-.it it I i % . - t <i d *r> n 
niulev. f it ^ mil , ni.Ht i„a It in kin u ,i i< J Miviidma a 

f ii h i i 'it i il 1 I i i. ] ut > M > I ■ J'. i.A'k-Oiik i 

■f-rtrsni'K k m k lb ii in J i iln ii U J t i i ilk h cJ 

IS o? >> 'Uin J *tnn* ' utttlc i nt. l . i< i i I t > i \}\ > 

i I <- at tJ lull i I I I i i H | \ Mtl t ^Ri, d T l\ 

»t s.e'h s\ i , }. ! . t ' i ^ i .it 

ir n ~ lit >i ,i it on MiR ii it "tt It i| i i I i /,rlf 

*U iJk d.t P ^JlJ,. 't >.|LtK tH , Ihtltl' I 1 1 T I l f 1 1 1 'H 

Mi -)^t* ti, ^ prtvi ii , it , ki ii% s k > ) t 

' k\ \ I <' % > vv , xhe antibody -Vr e> i i h PCR 
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ma> thm be d®m& mm t*$icMz ckmmg vectors usbg any nrntood well k«owr>; m 
ths art, 

Hp s 'I'll e I .! t> j r i 1 ! _ i t . i 1 ] 'i • tl 

. < ^ u I j ctr A > r ■ ■ v k k ' ot 1 1 m* ~< ^ - <u ho r n | i t A 
'< i-Mi ii ■ i> * i ii I I. r « i . ii| if , I i i | i- i • ' 

letnil it i ( . \ t i - i .u il'l] ul ^haS, f' j 'R sru (vc lo; 
it c iv. t uv i"e\ k'j \ n (i k <£l A I > Mi U ri rtr >\ 
l,i it .<> \1 uu, Id I i < . hi S| i I Lit , t ii' • i i' "n n A 

NY ad W*oJ et j , cds , 1^8. Cuncoi Protocols «n Molecular »' i I u, . >Jm 
His "A & Sons, N'^ * 1 'Otl i i t d refer en liet csir < 

• It lM L'Mltr /Kn'lk l H . * 1 OiM > 

CVvimpk K< ^Xit. -tir:L". suJ ' jI IskH,, , vLl; >t< .atkl.ti ' 

.'ill 1 <\<> i 1111 11 h 11 J (I ,il t,ttl* tl M I i. - > t\ 
15 t i! i ii .li -if W'll <i'hJ > k X M i. 

M ri'Juii.bj n um ' t ( i i I i i it t )ki > , Ili< 
v 4ii tr i A tu'O'Vn >i * ur t th t j < .t t . t f > « a 1 - ♦ ( n 
r<nrtm« ri^mbiMftt DNA teci&iKgues*. ose or more of ihe CDRs may he inserted 

v* Li n i iirCt it , ^ til i L , ii . il^ t t 'inj'ii't ; ti, <*i- 

20 Umi iutM\ vJ« v i j let l \ i» i ~ i i j* nJK 

tvecume^ n lv< -'i,i„!i,u[fu^',_KH, il Mrl.i , \ ii )' ir > <w<kJV£^ 
i <-t i - t h . il ! ^ l hu "v 1 "-^M' ^ i Ax ' i f -UTai 

U i u i i u i > uit^v v <h"t rev i^dJK b A i 

1$ pohpcrndc m the x ' *i ik cr hchu K .i- j l o . -n < t n' p , nu 

sAijkiUnd ii < , - u! ( fit i f i *i !• r ii > 11 1 I li i r , hi i 

«lM It' ^ ' Mi t * u M \C! ill 1 % Mi(.h 

f ' I i i , 0 I I f i it , |l (IT Jtl ,11, I. • ■ 'I'll 

.i t l-s: i em iJnts ,ip i n i i u ti jlf 1« is v u 
m y iv. saf i , - i l«uuks a k k r ii no it it A li jlfkk k d Oih. 



dltt'M^ o f'i ■ ill u- mi i i (s^byihei^Ssesi* kch' im -i I 

XT h '1 a- 4 til .*t ihs m 

Is^adi. > ' i i ]>}- t l i )iijJNvt^n Lt-f cNmcncarib ■ 

(Mow son et ai . Proe Natl Acad $ci 81 ^ ■"m ^ V- v _i a 4 N&Jure 

it t > t " ' , v if It i ' i lil I ll i ' , l » be 

• i I > L t , (11 1 i 1 31 1 L iL 11 1 . 1) i l J .ID <x 

J, ' v *f 1 t It U t 1 U 1 I ' ' I ll I O UTI Jutv ^ 1 

1:0 . r i r i i i i I t i i i ir , in ', , i n r t i ^ i i / t 

arterites (U.S latest No * "46,77a Bird Science 242:423 12(1988) Huston et 
ai., Fioc, Nasi. Acad. Set. USA 85:5879-388* (1M8); sad Ward «i at, Maare 
15 5 ' ,3 ill^lav-i j ' 1], i I pr id j i . . iJi < i i.i"- N I I 'i 

J] «. Itt^ .31 C* I ! *!« Ill V i~ I ' I ,1 i. I I j} i I i ! I I 1 ill 1 . E 

via an ami* i acid fersdgj i in s hg m peptkl I >« fu«s tar sfe 
,\ i u . n F t- r . ik n v 1 1 1 1 I > i r 1 f ? i u ll 

M®m 242: 103«- 1CS41 (mm 

20 

Methods of ft >ducm$ 4 nfihmMes 

ll IMl L=t I t tl U f 1 111 I f t<> il Lf, Ik 1 1 t 1 i > 1 V 1 t 1 1 

„ tut » hi; u i j K is d t tt < h ii j. i i il i t s u , i , i ' j( , 

h )" ^ 1 I, Itnlkll Jv 

;tS Bcvoti m f 1 ir i It ail f. m < r 

i - . tr .-I ii ■ ■ - i - 1 . , h i 'i .in i i i iLh 4 il t 

iv - u . itul v iii ml i I ti 1 1 1 t i k n it 

- .HI 0 1! (Ill . '1 U <<Ml 1. t , If i . U . ii > . a 

t . ; . i in i v ? ib. K r "I ill . x . v > I vh > h >. T ij ;t 

i ti tit .( t -- 1 ''i 1 l i ! i i 1 

mhi: ..frr ^vetttios3ktsh^3ioNaijietithc>-r v ?ii ..mIk mj. noi ' Hi : 
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nil t I ft n ' t i t I ti , ,[ r > s, v i , h ^ -v 1 mh 

j- 1 1 1 ' > 1 r\N 'i in *ho oft 1 un 1 | n p c U> n by 

^ |'t L J Kl! I l„. J lit I 1- I x it ' l I UlX I „ I .J |1 UK' 

<. »{ i h . s ,n i v v II x 1 r * *^ > Ik ir <-.arr.ii h 

L ml J strut I 'i'v I > I |1 ' i i . 'I 1 

of p (pi . i H <iNUIp*l illdLtlll <l ll. til i _ I 1 t ht \ 111 'uk 

;^e ^xamph n toifs-'Mjt jr ! l>' , X,- c r^o«\hn«qi«Kv d?tdl m v.vo 

Jt -) i i ■ i • it t it. in Til i ] ~< it >' r k i i , n p , _ . 
t i . i s l io . iii it it i i, i it > tk hi. Vsf o ,3 e> s i 
ligl laiti tbeseoi i isav ■) ht c "it J * i ■ j . I til £ 1 
prcmuver Sujs % - t i i,\ <k t i i>) « I i 1 - i i t . ti v < xt infant 
t^l»^L<! Lie ^ LmkUc,^, PIT Puh s ajKir WO v 1 P? ! 

iHfctatiea WO SM) 1 036; md VM, mm No, % I 22,464) Md variabb domain 
k ir t 1 o rta^ k i on< \ mlamd - K>:r for cs^ressian . 1 unt- Neav> 

OE dll km 

N l t • >• r i 1 i y. V (. t i - jr i ^ t n i till ui u t ^ 
ir v 1 - t i iv n }u n l ilr i <J t- u i T hi i , » i v 

hi ' »1 if un Mu-. 'i ii i 1 1 r LYinUtfsmg a 

hmn o i t . il. at .im i J 1 i ii v »n m] j „ ]]• o , i is 
f kt „ut ^ ii.t than at 111 h n! l<k suit i [ c i ike 1 i lit ttiMU> 
t Hft t ^ 1 rP 1 lit i iik uii i ' ut i 

it It , i „- .oni' 1 ! i t h 'illi" 'i ir ir> \nio t ^ (Sin 

]«■ lO'la'i | i c-||i.,,i rnftL> oi< tii.ii h ni. il , a< t _\ j.j 
below. 

\ wrttW h ", N t* 0 > ; it' ' ' i ^i-'v" ii Mi. i . i mi c^ptf-s If 

v ttJni- it < m v. . ti .t tin n ii - f . v i tr tq - tit 

i ! , K 1 -! it is ^ p > i i' ■ t t } n Ji i 1 
. - ' ii ■ i. i ' i „ii pi ■ • t hit., hi - ti 1 1 i> l. ! < i 

t c 1 O, tJl Pi ±[ 1- I n jt 1 ^ N[ Tl ,| i 

riideculc ot'thc tff.i^ o« in situ Ith^- k-kaisrfeil not i nited t 
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t \ I I]V\ ' f lit 1 > \ I > ) ^ ' I t\ f k i J ■ i I ' '1 ■ i 

1 b si Iit i * I r fiii 

! n ed s i it ) ii a > i \ i 1 i f Kl v i 4 

>e>p,^i s itvaf , ^ itsink ( t \ -\ nln uil nt t ^ t , .t ,\> ^ 

> ' 1 I » 1 \ >\ ill ' |l ' I ' 1 ' F ( I 

1 iu nt h i 1 f t, it u ^ 1 t t -i l in i, \ \ 
"u* _ 'i ivkmh - 'VM i fi ivi'rflis ' oi 'rfir i 1 ■ 

ii _ T ' i r i i . ) i -it ■ k in Itr j ( i , , r i in n ili-o ► I 

swrtwtt (c g . COS. CHO BHK. XT3 e«Ps) kk^nu ^ ^ d r t ,m,<i 
so < onsrructs «v<uur t itK praters dsrjvsd f«xo the genome of m&nmUx n celts (e 
metalUh.ru n pvs' it* > - K m <m * , s rj <os u L t**. j It ^ mis Eate 
i^i * t tuuma vLii * "*k ptotmrten 1*11 .ii . m 
J s.i ei chi coti d im 1 ret t at :ic ceils., e^ci o the q <■ s ^ 

.u^3m,<-i 'ii» n t i' k , o t )t. ( v f j ,o ' r o| i on i 1 t 
sS ^.n.^ji dTtil \1 r n, , F i \ )i| ' is in ». s .uh.i.i f itk> i 
r 1 .u Ul lb ) in in i t r i \ 1 t u i s K m i 

k t ii»ct I "i t « • i i itr j r i urux^tn 

tl>t iv , « >t n 't, - K,Hk ,} i 'i . <,n . K s mi* 

M In bacterial systems, a number of expression vectors may be advantage©*^ 

sole l\ p >u i t t . t i U i > i i ii i 1 I i > h i. >■ i - 1 

Kti.i'o.^l,<i h<. u it. . h^i.ji.k t n klJ onhv 

\ i + i ti 1 - J n < ii o in ii ri iV\ III il Mi 1 
lire v c j 1 m> ni I i n mn i i i \ I ' if ft c infied 

25 u < f i .I 'ib. Mn < f -c.iV.h* ue i T hir I" til t ..ill t ■ I . , 

1 1m< it t vt i f nt in i , 1 t i 4 i . 

Nu^-n. V^Rln HJ' i :jI <f,b^M V i j ik^e ^ vj,^io N * B^l O e r> 

ii r ' h j _r 1 1 i I. • ; i u i , ii 'I. ' t f s n ' ' , * i ' ' i ' 1 



r 1 l U i n titt - . i m 1 ! i il '» > i I i i i> >i i 

$V A^OfpSHUi int hn t 'it - I'll > ill ,\iJK<j!s»YR w 

the presence of tree jduteihlcme 'Ine pGEX vectors are designed fu include 

'hi id \a «- 'hi 4„ itf ^ t'i f ' c li v t, _ f , Mkli v. f 

5 cm U rtkmmi from if* GST nw^y. 

1 1 I v l - > H *>i 1 Mi HI! t I It MlKlr.'V 1 - fLU 

i \lNP\ i . ; ; vi^t-J as. : ' t .t t t'\| it.-N re^n j,t<tte\ J .e v. _i,'\v. s 
; n >',f. ^ [ il 1. >\ H 11 ti 111 

■ < LilU it o r m s < ni il 'U'm.mIu i k tl, |J li , r\ •< > < t I'k v i 

10 and placed uader coBlrot of aa AcNPV promoter (for e 



|.S , , • , 1 , -t |-\ . < , I . f I , - l I c l'i ivJ< • , I s 

^bmc'Kr'i riusy t!h« i seated "I, u m >> oil, j u k h ? m>; in vr-.v 
<, i I 11 n 1 El v 4 , 1 i ) t t 1 k ■ it • cr 

EI or E3) wsh ntuh m a temmhtmu that is vsahie md c«p*W; of crqre*iru 
sfe antibody m©M* fct tinted haste («*, see Laps & Steak; Free. Nail, 
20 Acad. Set. USA 81 :3 $5-359 <19S4». Specific mtiMkm signals may also fee require 

d« -vra hkwim codm < 



8 ©t tf&s entire ltisoF? These e 



^ c* r> i. <-n •> -a- - . u h<fi i it ml > I i < • 1 1 

of expression rcas e enhanced b> It ndu otv of sppiopriaie 
tnbancw dfCTisntv Uv^ws^oPttfit '<tu>-> t-i. ^t- hit - or e d 

teBBqnM*. I5£:5 1-544 (19*7)). 



cleavage) of protslra products may be si^rem* for tfie fuaeiscm of the fTO$e*«, 
DutVsiTtM -vl L .U i>t' I,'. ie ^ 1 in t< - (Ik t 

m 1 [ ' ' i - i r <t p ^ 

t i t I i Dt . h>N i _ i mi s ervtst, the vm -w 

5 nidi Skill in f L . m l it 1 )j f ' \~ i . ( T i tnj- yi^ 

■ i >■ < i i-i i vi < < i ii i In i r -tna j a. Mtiiv 

"'ii ,i< V i It I ' 1 i h f i ! I i . _u y \ t 1 i 

he i .r s, t 'or tl „i;,i tt , "i a it uT > c . i lin 'Ht ! Ht! \FRi 
Bilk fkli Mi« K Z"; II . \v;^ l41 i, t jKtr'u ib- h^v fcwui- ic-N 

36 sacfe as ; for example. BT4S3, HsSW, HTB2, and WD, aad nonml 
it m > -I , K lin i i \ irk * M <-<i and Hs^SBst 

.1 '\v hv , < 1 1 ti* i v > -i i ^ ' ,tui | h t. , ,j> I: 
Oi' 1 t > ^ i 3 i i • I-! ' i J i tl t-[t. t'r i trt* ■ h 

iili -,i j ^ t . ^ v rt v I .a i i _ ■v > ^ . K'»r i 
n n a I i r . n , - i j. t v t. *i l t i i . if i >\ > L . II d I 

1} [ t c | ,_ , Ul _ 1 tlitl t I -Ul j i I 'i 'bl ■ |W!I p 

i Kl,l UlU 1 It \ ' I <- t I i t I Utkl 1 s (I \* RvHkCT 

. 'Hi l > Hit i ' >i i 1 . < ti > ^ r r < s i i ttl ' - T 

ji.tv, ?o 1 2 , !•< ji„ tt n, Ik. in ) .in u- jt' * >Wt { V. r 0 i<.e i 
$3 The eUi N ii * .n ttk nx^robtaant p <m i K * r\ ato'ie 

ir o <■ k' IK t t 1 f , r < I i lit l i i in iu * i,ii'« so 

u i * . i v I i ^ - (. n J i i dn It - . . i w i [ n h in 

jJui lm.p bt i-J'-k _u.t til t- >-Jik opt - t. i il t n t. il 

i ; K I K [ IP ll I , >l i l i , < , ! H - ^ 

25 ».omp'HUUi 'Ii :tt"n iir, f Um - lif - I h fh ul .'i i, ^ L (I 

A M I ' I I i Li I K 11" 1 K 1 I' 11 III 'l HlK ' i. t 

f rpes implex: ifymt&m kim$< Wig! t t < H : 223 (1977}} 

1 p! \ ^ t U 1 i T l i lit If ( It* n d I t i Nat] 

A^k i St r ^ t " i vi-tidtmu [ ^ I ' > in t tisvil f 

jO n t s it £ones csn be miploved n ti- _ n i ip - telK, 

n u \ ( -ii ttil i 1 i tt 1 t i k s ni x lin ' 



the follow 'rig ^n<ss dNu^hi^n > • i > At « >i 

Had Aou) Ssi USA 77:35? (1980) Olw «si a!., Proc. JSfstf Aesd Scs USA 
i . i h > J lu - t . e i iu h ki(M i .v 

Berg, Nasi Acad. Sd USA 7S:2072 (1931 Si; ~tv ',YJ confers- r^tamf? to 

$ ti i 1 Ls. I It < Hi „ , S'r If ) JSn, ■W* ssd Wj 1 l lI t| ^ 

<S * lulu e i ' kt^ Chainidicol lovseo .2 - * <■ 

Mu'^i V m u ?i ' ' t . i I M> i u .'i 1 \n h i V, i Ku 

Rin < > o» !yt-in(i«w » m&\ <w tib t t ► 11 1-1 ■ ^ ,m,.i,> «i> 

• Mi i 'fit - , v] in > t h mi i ! Mr 1 t i - : ' 4 NHJ if 

K) ^HkiJ t i r) k ( i uir 'k . t ot u u I tui L 1 > ■ 1 pm t»v 
soutaidv apphed to an. I j< ■ i i u t . i - . i m inrt&jUnre 

i 111 t 'lf| ' >| ', ] IT"' h't M li"l t'MOM '> 1TI Mi'U uUl 

Bio ' l h 1 ii Vv ;\ t\ " \ il' K k + u\dc 1 u-v. h.nA . -ij t \£ o on \ 

laboratory Manual Stodaon Press, NY (1990); m Chapters Umd 13, 

NY {1994); Cdte^Garapk^*!., I Mai Biol. 150:1 (m\% which are 

't. CM]<''jl -!!..>(-' hi tlv r ■ i 'ik lo 

H ' i i k. i , ' i . i i^d k cx i<i 

it 1 1 tiiin : .. \ tllttl i •( m sad H^sisvhd ift is*. ^fveLinr*. ia*od 

28 ■ i >_ • i Ii* . ui * ' - l> its'. < J ' i.t u in i nt i l! it ON \ 

^u'li \ I - VI i < P \^ • \\ en i f ^kt *rthe WC*Or 

\ > ' i c h f t u il ,Ji i i in'. ) [ < u J ut "ilu >if - [r.^> i <i 

aillure it "k st ^d! x-s il j 'v (x ui i ^ s H n k-^t - kc he 

ip M U t'Msi it ^ t in t| , < t - , h tl .i 

25 also Urease (Crouse e? si., M&l Cell, flsol. 3:257 

I !i N ;* n 1 r 1 1 r iar i ■ t ( it! v i | i", n • I , it t 

mu-'V • i ! ik< EirM i ' t' u In it - 'u k ^ I fv id^ s the 

> 'l' I I i Hit ' ' i • ! or I ttA, I "1 , 

,N-mu J ; x tso ^it-,ot >t!ik i < i j! t ^ j ovi „-,^ l f,t\ts, \d u\n 

%) v .ill 0 %{ «■* 1 1 11 1 U - > - ' U,tc r ' ^ :; ^* :J ' :t }| ^'^ ^ 

I - s l . I ITU < i 1 i i 1 111 ' f f M ) x 1 1 * mtSOCSSj. 
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n< h«\r mm \b\tl \\ More the haaw cfcain to avoid *">o<. < ■> ^ f a r 

b< inHAih i n i J* u \aiircv\ - koH P h \at Vad Sci. 

I \ i -^on i ! k v hr j sL^iitsJces for shekel <, ati I is J t . ij.hu tt ^ 

, • i . 1 1 ' _ ■ i 1>V* 

5 O i «l Ml t I 1 tnt < ! ( h i p-« lu«,-th t ' ! iJ.> 

i. li i <• i t i - ( i I i i . i >, 1 , - "to[ od 

in 1 _ i " 1> i p i*i m t i mi „ i i t i v it f t by 

.li n - if ► u tiit .if j ■ imi , | i i Su\ i ' < i 

r H ,t | I f 'I \ Hi^ i 1 1 r 1 ! li> I I. " 1| 1 . t 1 I r 

¥> tlffcemkl sokrtrility, or by my other standard fix hniqu< t". t she punfkatKin of 

^■»tUtN l^idlt r tte f r-i 1 t th i t , it in i i f <_ j I* I ^ it 
1 < k eJ ' ' ' ' i ' i ik i dASu.... vx Iil i > tiw ^ \ v ..[ 

ir flu if ' > t n , . | u iti-ai 

I lie > cm-j f ms^htioo £■-.» i < it-ktilietrtcumb \u tl> iWtl <« 

15 . . 'ii ,ll> ii ['_ it I - i >lir _> .>!>! „ m tl, i , ir ' i ' - >u ; t rtl v i v c il r<- 

t } O tjMI i. \U\ i I ' II * \ I I H 0 'l H ' Di N '> *>< > 

X s ^i ]i0^nut,> m tl I i ^ent imcnt or ik tiuvr^e its oti 

fti' s e is h s ii . f d i - 1 t t\ • f j i- -oi ut - i tt r d' » r t<r _|. 

m.|k'K 1 . rtl ti id I iv K iuJ l f n tl ih I -t 1 L 

» »< ^'Mive.iV \' <h\y m least R 20. 30, 48, SO, 6ft, 1ft % or I Oft mmm 
k OM'-f-iL .1 ' ' K] - it ^ tu i I im t \ mt. e i 5 1 t Ik r ay K 
^d* 'nu'tk < . i k >>> t , i o . M <. i st , . r i |i- 4t 

^ttoonii o h> tu uj ot ^ f it ^ i Krcptm hhe p?«M?r»? invrntsoti 
' | 1 fi ii I f in vt ,t ^o5or\ X'mlvHk^Hus^^r 

I ,1 nil i t|i , h > v i It h it,, ril in it is i x i i I i 

! 1 tl 1 J I ' 1 1 I l'l i _ I ■ I . I tl,' V ' 

si. Iniriiir— U-f ^-m «Ht,l < IVmt^l'J'^l Cdlrcs c a\ t'N.VS 



I ei I I t h [ 1 1 "i 11 i .» J ■ > M 1 1 1 it i v i i t i > i i 

. 1 1 i~ ut i * i wur 'qu M ! - T 1 1 |. t wt nn 

1 ' i 1 < r i • -■ t i 'I i I [ i >' 1 ,m i i i ii I \ 

' i K| ' l j 1' , " [ i > ! ' f ft it i r 1 up x 1 • i ' 

>im iii 5 HI I t iH Jo "Ski tad H.i di.fi im ci arsv 

t - ^ Jl ' >vln 1-1 I , ' i U J I i, 'i u K i, s tii i \ 

■ ni \Ui 1 <. j' .i ii r i is i t i ( i -tin i ' r >. i 1, 
1 mil i. i t i S [. a f 1 • 1 ) ■ ' v I'm n t k ltd <t » 

eFc portions. Higher muMmeric forma can be 
o portion* of lgA ^cttl leM MaJuxk fte fes «a o 

^ til, r I' > ,>r,t^** .1 puTtMilW^flvAS 

iti'lK a.' See.ejJi I v Pato* Vis 3 W# ^ - s 5 4 '»a^ 

5,447,851 ; 5,1 12,946; EF 307,434; EP 367,16$; PCF fmbiotSSOM WO %mm, 
js wo«n.^^r Vthkenwi « ai , Pw. N«l Ae*d Sri 

i ' t - h , ji I * ' ^ ( ^ tv\ enl Ytm H&t 
Acsd Sri USA S9 (1337- jsaid roferon cs hc-irp-*rated by r 



As discussed, supra, the pd^pMa ronupoiidfri to a p^ivpepb^ 

of SEQ IB NO: 2 may be W or c^ppted to 
l I ii I i i ^peptides or for 

^sk'V'.r? it 'f ' Li . tr 1 > t th t ■" ' i t 

«0 Sit Q ET 1 \0 : -un KM ->,cJ 0" c^jus-ioj * (t sk* i r a t 



0>\ i» r i u h J usl In, i i i i i tii'l 1 nii 
ij r u l v f th huu i) ( i I | t \ m I , t t I i ' t i t ttii 

rtt^Uu^ hufl .b„mo!^nW<^ 5.n, u-o.-hr, lit- $ r 



%(4m to the lgO)tmy *J$otea 
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*FatnuVA\*« <il , ? Ri»cHct 270 i ,M t l^u In i , a Hie R jm* 

Hi * i i . y t , , - t . iti in k i Hi k i 

„dt . , i)i i ! , " 1 » ' It i • 

dete^tr I c p-ut attc dit t sum pso? nt.KUv ev|> s< d detected k id 

5 j i . 1 tu i I ir I T . t > ii I th, r It i n I it „< h '! U 

1 * i i * u i [< t I l l 1 i i i 'i i nfi. ii t i Jit 

U> . s li « iUl 'lift Ijt ^Ltt I v S ^ It * ' ( \t 1 k I 

I l> t - \ : < ;< n[ ,t «it i jh-t i ki > ii t 'i i o 1 i h ill, r s 

. f ii Si hi r, t! s M. I.i it Rrvt'i.' ; t . i H ! Ml > s; i ! <h t nn 

10 et I. Biol. Ctem. 279: 9459*94? I ( s 99 S) 

M i rh int . ti r t i s t ^ r I ■ i i i > u be 

L^j ki d f-i [ h . > Jht L\l iPMl til ( l<-t. 1 J J 

ant .>Jt iti ' - • ill -j £• hi i i <. f K- i.t i a l . l i _ [ ct uie Mich the 
p'Ovicted to a pOi Wo nM \i - N Ipc I \»i Avenue, t Juuwi>ttfe CA 

S.n '< il f i _ ' ' i ii \ i i i i s. .j \hh * i i.. i 

Ut-rtt/ c< >9 frov •«'*{! -V wi S, . I'N \ V> \J-k: + < 1'^ ,\ mi .*cv:- 
fi i'H ItsliH r nt ft i i Hilt ^ <. i Other peptide 
f v !w(i . ■> tr i a i ui ' i -in - it In < i i b ft V t \\ ch 
o t t . i< 1 ii ' } it p. i I i r 1 it i i- f ii it 1 1| | t: - , u i u 
2<9 , a t >. : * i stir «nd the "Rag" ia$ 

h i s t mvenfsoji flirtlief ^compasses, antjbod i -t- - r i j t 
,. t |i _ > 1 i .i . jji .» i . i I ' > hi k I , , i' > > ti , . l>e i i 

x ,V'tn-'i !■ t, t t . \ . i 1 " tlk , j . >[ u ut , ■ , - 5^iun*o*^ 

r^t if ■ o! ^\ >! t! >n i - ^ ■ 1 -> ^ ■ , u -i it 1 1 ' , i.t i , , 

25 tredfn ,t r. * . < • t ■! ^ i . - i!n - i .it nt ■ .,;>■( 

> „ I- I i i it 1. 1 i 1 > -i i i.i 1 tiic 

pro^hchv ^roup- 1 h i i - ir - ent mat<aul^ tno1yns:\^ceru 

,i . f I u \ i' ,i| i)f i < - r 

3i v-ih^dftcc he cotipJed i>t u->B|ugxJto1 ertliet dife. * i J i m w I ajj^itrs 
ihctt\^')> inU^k-Lt s t mgh ant st«5Tn«dia^ (si < i 1 1 - r In \^-n 



m &e art) using tetM|aes ksmm ia tfe«? ri v < for «*amj>k f v < Patent N 
t M » . < „itt i > j " i t > i i 'it 11 * H is 

, _ . > Jl _ t , J- hi HI Ul 1 lit t K ' f 1 li (.k d 

H 1 K f^if. II, r 4 |V ' I 1 1 1 h h«* <<" 

5 1 ill « I 1- 11 i >1 i I ?r 's " i i 'i T 1 - k 

h t Mi i JJlJ J iJll ' I I I I li ' J t 

II < 'ijt 1 I."""' i I ilK J t i, X i. Ill li f Nk £ I", i i t «U * I >\k 1 K 

i I id it ji i *h ■ t i 1 I . v > i i ' 1 . id ii m in [i i i 

I tvHM liU<l lit fl ] , I t\ 1 [ . it 1 1 1 II » "t ll II I L 

m kcsteto.^, iu 4 i Hi i ..i n r ^ , i l. t v t < % i it i id 

im4i--k SSi |:.. 3SS |, or^Fc. 

Itarthnt; m mfowfa or fagottflt tfoer^msy be cextfcgndl t» s dtanpnastc 

li i 1 l h s si ) ) x ' S Is Uit I i - i|i < H it 

> h en i )l[ I- i t 1 1 1 i i i i, Hi \ 

IS tyt r 5fi i > i ■ 1 n i niih t T rr f i « i n pki> 

i V^'hIi >u i. , 1 in 1 ii ii In I i I i In iMi i M k i 

l it , in < >p -i i ii 1 i <. i-l i . . In 1 s rii i i 

J l i ii dr t i V)<, n i x. i . n j i T( i iweuO 

>^tll.V,JiOL r t M. j] l^ I l . ll vl U 1. t. < 1 L LklllH [ !.VX( £ *|vSot 

2& * it t ui ii i „ i i ii tl v E k J. t i Li i .It J' I i < , 
'1 t hf . i u it h it ii i i t Kin. i - i ' |i i n-t dim inn 

wtn.itnw MWouuol tk\.ub.rn'ci, «Jk^«tfeg «g«»S g , i sreiJ nin< 
-- u oi kl I ' nn ii.it n i il i u r i - e(BS% i Hu n* MU >1 i 
w,Lv sp ,i ii i m in,-- taptv-it nMo -\ ci C, and ds 

15 i i I I | .1 ! ill f f 1 '[ I I Stilt t t" J> i 

It ll\l , i.M'l I UI 1 IT . I Hf I 1 H l I I I II II t I i II l I 

K It 1 I N J ' s I ft H 1 1 -i 1 I It If 1 I t 1 sH 1 i t f > K 

,±2t-ii re i ' .J t h-rfiins) 

ii ,i i I _ t I i 1 ^1 <wi t ii U t . v. 1 - no ii 1 » t \ i,i I i i 

:H> re$ps:«K/vteih^8p^Mbapmi>rdmgEroirh ^ n ^ v be •> • t at- J . > tut ^ 

t.ioAs\3jvu il t ■ rt> TTisy be a prateir? 



Hi 



• i I [ I' 1 I ' If' '< I ll J JP M ' T i - 1 1[ 

mii I I t i) ill til ii in n k r Hi p thi , i 

v i „ i i s j j- i ii s ?r, n t , < mi r -v I 1 mtv t iu ttvt 
, [ <i i i i s i ri .Mm -ii i 

5 aj\i;t'i ; 1M J ! 'it l~ i. \/., I tut ui.iii r iJi^iK r 

»■ Ih^rc lutti (tot PMi^K \^ WO I t T 

„u <; il > h 'a ' >' » ' v ~ I I \'l tV' 

1 "Alt , n ,jj *l I i MM i \' A '< ' ' 1 i - ! t-f 111.) > i it ■> ^1^1 

I I W II _ )-l ltll i t M H I * If L f 1 " ll 1 

m Ui n In fir ic fij a t i.li il ii I i" . ' ink v'.mi 2 i IL : f 

P'i -M II-" I 'IU .fCMCM pkv? O K .tliliK ol TUC V.ill I (AJ- 

\ u> in >b itt Uvi t i j;p>rt> , ilni (ifiuih 

lit : i i n ii i i s t iin i n it * l ii i i Mil ill i i k 

i5 Ikl i L t JT l In t 1 II ll f n 1 H i i |nl'^ii 

ok . s 1 - iJl ^ <\\ ^ JM^V i 

Technic > -i i k h therapeutic res* u * * 'I osasv^df 

f, i «n \ r i i Mi mi i '■ M 1 i i i in i 'tt in Of 

i> ij.'s ! rH ,i'Kt t Ik . i i "\<\C u [ nil I Lei4'> Rtlskl.l 

St* ci i n pi M»- ti \l <i w . I r K U. i ct In 

i*pjv<6><> r«\ ' ri\< ^>p<IKI H - FX *orvi;VF>3 Fi n i,.r K pp 

t\fct\ 1VU« ju I ' i I I 1 1 i V- KkU i jmCT,OtCyt<>WHC 
\gt:i i . ! it t I u \ f i ( M ii \ it i t v i „ . , 

■ And Oiascat \pplicai s Pinchera et si {eds >p. 4?5< '8 i; •Aaafym, 
25 Rt.">,ilh *i i T 'i ! v 'l' i ulI ' t', ;ii II mi m. t v ' K k,t , ■ t \t n > 
I® f s' a' U , io;'\ inM.iiN v ii Wt . . r , T i i t liv .-i h - t 'lh ^ih! ' I' - „n 
h, I hsii t-" jl ' '\ ! p i >' > !^i\n I' ^ ii I r il I ( 

+ i \ t 1 1 v* t x i "* o ' Ul \ I i , 1 1 ^ikt , , h -^t - bum. 
Rev 62 11^58(1982) 




Fhv? vSHiVm v o <f t-uuo it. or id ] n t i m . t , t „ 
10 eel lir.es aid voK^ ^ sar^v 1 ho -a ^ or j a a v .i ro ot she resul 
iu "i, i i , f t i i j ^ oo> ik n Ur > r r N n p^n tfl\ .1. .olU tr 

miration of particular eel! types, Mora>cfonal antibodies directed against a specific 
epstope, o* ^>mh.r^ on >*Vp . , ,\i 1 .t.ui < 

15 101 it, hkv 1 Mi 1 1 -> \ . 1 , 't tii. 1 j _ 1 1 1 

1 1 4 [ i' u 1. 1 r v v I. 1 , til at ' it 1 _ 1 it, i lm 1 

j! . ! U Mil I I IK C 1 t JJ[ I c I 

m ^ 1- il vv ittkN * 0 - sol 10 n )M« t t 1 it 1 <-v t' t ' • 'u en 1 S^e . f 

U.S. Pate* 5,985,660; aad Mooton « (If 99)). 

213 11 M>k i^aJUfctWthc^re* 1 o 0 1 u > ( .1 

sash as might be tad with hemslotogjcat m&KjwuKia (1 e tniiM residual o hvao 

<VfT*J !l .L.tK .MkttKI. J I ttJ U 4 - d + t!< ,>|T < 1 «! V] M[l(i' - 

OtMUmyrffest Di#»v: iu\i\D) \ ;er«ativdy. these i«c h^cs for the 
1? in lu'.'i, ><o > S at-i n ^ 1 ItK-l utliilbir.iji'i I n 



h if I ' 1 * 'I 'I . 1 > r 11 - i , , \ 11 [ t 1. r 1 > if ' 

any method town irs the asi The tanrasKMSMys which can be used hiclude but are 
38 !\>t Itr , t 1 o-joewne ami s-K>R-campetit - s^ur 1 icd r ! i„ i.l 
^xst^erri rjt : o.-nntirftV^^N M IS \ leu, me < i*> inui iVnt^^u 
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o!\ni i pre*, pit i v ;v i i s in f i ! i i *i n i h t <^\- 

i ^ \ ii* l tt > ^ i )p hi i b t i i i 

S L^i-MTi'irtE ei Xi-i U-t ,i J n Curu-: iK ><^> rMdw u 

''1 V < I v <\ l - I I t <V\V "J i 'k \U >i\\ l\ tU^qVMfcJ L\ 

reference herein in its entirety "* Knr;-> an :-vmu:\v:. k -c .bed b-irlK 

t <. I I IT * % 1 1 > LI' .1 i I - ! I'll ' . I 

Tti i i *i i ■ i Li i* < u >t, i t ii ! ; i i 

m i I Hi i \P-tkrUor\ " l'(.^ni 

, <* > I a> i I i ' M\i I >«0l M sodium phosphate at }>H ~ r, 1% 

. (,-J i'ii ' . -1 ' > i | jti-t m < f j-_ ;,i>^i; 
IDJVf'MHf aprotmit * imt m tie) id u it H . dy rf imeresUD the 
cell K - ii ut alfcstmjj ro i\< \.<l miu cu 1-4 'm } i < i -u js usl 

;5 i i | l„ i j * , I I. nil I t til , t i ~ J m tr ^ if v 

mots It 4 <, i< ^hir„ t*i is i . n I ni .v.! i i*K h < n r 

SPS'^Ttpk t*utks f'hc aSiitts onhe strmkiHty <>f ;stet« k> ■tnnwm^m ii if t 
f i I ' it - i i i * - m. K ' M < il Oris * 'ni'lr 

St i.Hmk Urih v < il U tM ■> ». } i Hi ii i i i i H i i . f ' it , U 

30 ^Jilvlm-J ->tt*l- ir^iKHv m all r ink i ti < iA "i i i !c ft pt - c J|1 
The celt iy^! wi r k sajM t < 1 I i i trdi n rc>_\Aras?i*! 

iiitu urit.\ i Ut] Lt\v.X c j \Nlt t, ' td i Ml . l.'m, K 

<i \ i ii ki i l \ > II Itn W < i ^ ft\ \ * S >*k at k3 1*5 1 

Ve*t*m Ho? jrolv ^ mt - «1K o v r ? /m K , r , rtP , n s 

35 dfXt pkH'v\l|W 1 , "I U ^ H 1 " t I l( <.'< I H ° 0 S!N 

TUil K\ lim. l*l< I , i. **h:iK t ' II t I _l 

atlkko-iti' . i . fit ii ml jii ,J i iii, jI \ i*\Ufo5 

">k!t H-i'i flu t llrji i - i iff i' 1 " < x BS \ at "^r* 
*Ut suikX ^a&tMts^. ths mcsnbi^c nt v^sshirj ^.k n _ J ^ e_i 2 <> \ .- „ 

30 fte mestib3»e wills primary an*i&o# smaksdy ^teerest) tl^yted ^feiag 
fnit! « LtkinttlHin >s i Inn 1 I i K v tit « 
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j 1 ' I . r h *i u >_ j " t ■ < r ; n< - <> >><,[}>, ,ji 

l) ' • in < I i ii ,i ! t i 4 i hi i | t 

nlm i t it t f, kvi » ^ ^Po« l~ ki Jt[wu1 in k k ^ 

'ii * , I ir i . i t i t ui i t h 1 ' 1 1 mi <■ n -j* .,< n < i! 
5 Jrt Jf 1 O'e it'Mll <n k \X i lit k I- uv! It ,1 m n il 

k I „ I J i It f ill I t i 1 + l t H !«■ ! t t I v i I iff I 

In ir t m i -i ii 1 r H\ Y t t xmi , sec* Au^sbol aJ txk 

I < ' V < \ >i „ -I'l , ( \ I i W , & Uk New 

York at 10.8 J. 

10 tk-<\ t tlj t i it _ ill _k ! W 111 f t » I 

v 1 n <•> h f ^i - i , l t i nit \ h il i'ii 1 ^ni, v oi,sl < .-s k> i u>h i- 

«. t i i i 1 < t i . n - i( u - or , di h k i i m 

vi' . s l> *i < v ' i tk v r I < n I -■ r in > * - uhm >t tux u> .k' lvjiu the 
i ; (i. In - t k \s Ik i \ or in >'ia.u' j.* 'i s: 

;5 ^ ' |i ii T t u , k iTipoJ i I 3 i t.i i > I . i 1 'i I t„ i^iili" , 
ik at I <- \ < > t'<> ,vi ■ i i _ tec m J ' k i} ■ i. i i e J l k 

t h M 'lit I ' - I 1 II "-til d\ I 1 . 1 

tw/ed e ui .11 urn , i _i i ' ' 1 , t si i 

. it !.\k .ii! - ■ 'Ik . t ; ik i, on nt tk n jL-or ouK-l tV 

20 ca«e4 v*etl Oae of «ksi iii the art woEjId kt ki vkdgeakt its ?j r& i u^;h« 

111 I f I n,l|h i M IK - l 1 isflk i\'ki fill I'll > ■ ' ' I , >'t I ' ^ K k k 

km-,- tit\ ii > , ' fuJiws it in' link! ^ i ^ <> \ v»l a i' 
.k ' '! u-ioi'M'u i V t ui v \ M hi, A w 1 4 ns 1- l 

New York at ] 1 2.1. 

25 Hit', i lit 4 "inn.il ii vl i -k_v ink > -utv if ui 

i" n - iri i it f u' i ( t i i t ' i ,iH r 'thitnv *ni vm- . Cke 
^WTipk' " • - i i i i i if ,>ur;. v^';c 
xik^ttut kl J iit_o l _ U IS'l j.i ( 1 k C>1^ t i ii lir tk 

ii .'.! ,u;\ r i • 3i nit.'f.illi i jrti ;i"i «ir k"i> i'cU 5i"i v^'the 

W art? uh ti k i ui I l ti t! \ it I'x ' h ot t tt i t 

i . mi ,ii I Mil i Lai ] i.<1 ii ,i i i 
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t II 1 p t i \su i ttm > s t 1 r i ' i J k W yl HTT -1 i. 
iMrin.'.oufJHA.u'.Kr,, In This Caw fhr it \- u' *\* I ^ "I" .irn 1 , * 

K^.JxUlL. I 5"i Jrtt, t ' > It I i I' I i il I ■ I. 

5 

Tk&apmtk Uses 

I i * _n1 i 'Hi it i i ( i I , i u i i » ik i 

,w \ \ i . I t It u it i il t ki k ft t r )1 

n n H I rtit, i ill i s tnt ii 'n i , it Ih >is-< - >-o 

n> ; 5 s s ii rdb or eoodlitera Hierapeutk ompouuds of ths mwtttos mcfeitk 
but ar« not limits ? f il "Ji< of the ir*ventk>$ (indudtng. fragments, analogs srad 
Jt'tisafucj I'iMe , i * u'lk k.tuiv, _,a p. 'ii* ji'ti >^e\uf tin 

ii .1 Uit! 1 1 < t _ u tni a. . it 1 i.i . i.^.t i i -i ii ( < 

("•it) i t ,p tl .i Ik II ' i I f l! , i it e li „> i <) it h< i v I SO fit 

3 5 \p\ ,b '| •„ l. J t n . , i p i . v j p - it 1 -! . ; i 

v'S'il •* i t <. i i pp I 1 t . tii i p r 1 t i li' i T lit r Mt 

In' eiSlna eo'iw 11 ■, >'v\ t i i 1 r I- 1 < tot 

Tlk vau em \ v'-ti di -Ii -I s t • r i. - ,! s«.n ?W v ith 

Kr.r.w i t of i i*!< 1'il^tJ I 1 i . nt <i n \s» b*Jt ^ 

m "lO" 5! I i I i t 1 it 1 i , I I < I - If.ll t'l -s. <• Sf> . ,i iOM<< u 

in i t v \u iv l I e v.nti np^h ,-<iii J i\ s i^.lu'il tlK 
j ^p.p;, 5 k ,Tp I - f- } t i <■ t Jt l . ,if ip 'l i li - f 

\mi! Jt*, U j smi - <i . i , nt \h f ; U n r etmof *rt*v 
i , ^t> ih n- it p I . ! tt i - i r i K f i I o > k perish v ?b 

15 pre-t' ivum . \ r^M <i Ik ir i i I . 1 u mu , i ik 
siui.1t v *\ tJr L i li in (DO ^btd^o^elMWt 
v t I n ir n < v i ' cit-k^u Ai ! u tli Ifse 

t Int i i K i . 1 1 ■ >r, - h k t N'b >i , :< i t rb>. 
a ..I. t', . i,i t lsr ,ji ^ t ti t . , n u ^ , i . p |. ij, 

3© witk) d i -> ami \im n 



l\ 1 1 &MS i"' ^ 



i V £ 'it i t r mi t v ' _ n I ,t i ' it -i 

m i ith u a » d ui hi i ^ it i ! „ l u stih m k i s 

grow ill tjoti SKUuh^ H-J li -Jjkfid IL-7» tot evajnple. whul 




[ i* in' tit ii.i i m m 

w i i it > r f nt li r or ,1}. t i rh if io m '=1! 

(if in i ! ' an 1 ,in t rtn , -it t , ,.r r n i , ih.i 

i. t 1 t , » m . it.iL 'Lt it it tiiv. ilnJii , Ti s t!u 

i v ^ v. o , t \»\> . i , !k .cJ Mu«. pse%*et! em i i 
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ris * li -Jli < I 1 < ... - l iu { oil l f i, , ait I c i - 

according §0 flit- rtt>, ' .tivtik r „ p n rvt'ru arc v1rv.ttK\f K-i-w 
5 i >'< il c^c^ &• ■ :tu n-e'-i, K ' >ti <! i a\ i <. - I p 1 s ,u 

f KiM'.jn „ t_4-%-i<-, ^ Vs i „ i t \\j Bi > I uap, - < * i 
!t k, Kr. Pharmacol lux* U 5" i l ( ^ h i. 
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20 d< v .i u M^diei l in tk i U>J._ i- v li Kt s: i i i , 

> t 1 I i- M v.1 i l 4-1 t* t . f _ ' ^ it j t t I 1 I Ml/lfh 

i! I n >i.n , 1 1 t in > t .nil, I i v, i u j.' J f <iru trw i ^ jl 
e.prcsMi.' ^ lu rM'Hfivnn i'mis u u I ! x i > ^' ; i - V Ml 

\CdJ Vl ^ ^ - 1 N i , T t \ t f I . I - t S I I ' IE 

25 1. 1 i 1 tl i 1 ! ' . 1 1 <"- amh\h 
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5 U S 111 \1 iN'tp tt. M(H. i m null kkl n 1 
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hk. ipo* j! !*\\ i l -1 i ikhu.L.k ccumhui, 
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\ mM l et. \t tie* i i Meiii , n " " M 1 » J "ksovt^iMl 
Norths corner pu^ : -Ik' . • 

k 'i im'i ( s< ivti in _ e u t ti t lut k u* i r « vt ttttv whah 
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tltr UuJt'u lul L j. It I t * T Iv. . i . t. ' f K J > dtkl Opt''v ik 
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p r e';erni -I ire r. - it I- nmi '< r I i t w it , , K h in t s 
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2*3 * - ni \ - • [ , i- . . • J . l K i ► . I- s ' ii ut _u t ic j 
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i I ll -'II tl < T 1 t I II I } i i I t 1 I I <l f ^ •>* s 
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;S tin ui.M. I'll ti i i i vi'l < i ii f\ i . il „ jl . ij .s , .'i 

It lit' , I I f I I til t I S t ||| , 1 K I il 1 

,1 e u iii np. . t i <; . . i \ or i i tr i n I 

K 1 i*t'*"<n n \ H it' Mr, 'i 'it tv in I I ir N, »\l 

lm^t^U> ( , r it v ^ ^ \\ lit h il 'luuin. with the 

2ft iitvotl u u . >> 1 ch i v it ' in eth i. jt3^vf& 

*r*U*\ ~l 1 [ I I I II _ L t I 1 ) It II t <_dt lit II. S N 1 t t ll 1 1 Mil 

tvKt\, 'llL s_ \ t t 31 \ st m . [ I I II I t t 

. cm it m\ t s s t . t jut hi k] .. it Hi vr H l , .N. t mJ 
?::> Thrmpeutit Pmp Wa re i htratian and Com mitkm 

I . J. uit i . . xtl u J it t _ l 1 1 1 1 III dp .!|L 1 VI I 
j i i i it itl t I ti 'ii .It i ii | i t t i it 
ij i 'I Mil ' r t ih i > + l II ll i I 1 I 

t K up i j J in I. i i i^ |tr >.m iMit^lK *Uv Kmi 

■m substances lhat isaii sis eilbct car produce wsfekesi sMg-eiB.«i$) The mtbjst* is 
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<^t\ dogs etc asd is pre* r&bty a m&maia£ i m > « p?« fer sb ? human 
s that can be employed wiges *he 
ft are d««ertbed aksvg: 

5 j tiliuMUvS app«Op«^ f uK tt- ir t hi ,nl r, nnt^i -.eUtvd ton 

, 0M1 !<■ !|s m- A ,u f-r I r nbd <- 

[ u )] vili i i < I j I t f ic i uoU 

10 mediate! ettdd^fto^ (see, g.g, f Wis arf Wu, i. Biol Clam 262:4429-4432 
(19*7)X OTiractioii of s nucleic acid as part ©fa retroviral or ether vector, «t& 

V, \ 1 1 Vi i a' il 1^ Hut not Imut^ 50 'nk-n, -iiiila,,.! 

ml tK tf i J ii 'h i i , k«l in tl |u ' < n K Th« 

mi > ^ u n ^ iti » n <~ mih ~i ^.jtMi'mr euro u W 

15 Kail t > . I I J I < I ' h s i i ' 1 .u i i 1 I i ii h 1 1 1 1 1 ' i 

111 1 < <■ - i 1 « i P < !• I > f II* i I I,UUM .1.) 01 J 
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v. tl'i , iri f ,i rr» -To '-\ h <- u m\\ i * ' - , - r l v> i\ t rtTi\u 
to use materials to whkh the proton does wt zhmrb. 

s. u. - < < < u ir ifo * < , i -n >- ^ j-^i hiMlo*'; J tvl t 

5 ,i . I unit y i i lii In mi j . n i . k,d * it . t t u r , - 

I j In i 1 1 h r < > 1 Lv v - K'Jk n O "'^ I' - l 'i >p Kk tun 
b i rp " &7 n,' r» i r\- \ I i 1 i 

ir er ("Tit i In , i i i ,< 'i i 1 1 i i n| i ; i i i- Ir s imi 

at i c r^L *(; it i u <_ i ( i ji n\k 

is i Seftoja, CRC ( tit RH liome. - I ~ 1 ?) j iki eta I: , Surg* 
>. r ( h>*H. v^JH ct a! . N F« S 1 J M«J 331-574 « 1<MW> | T i aether 

c.n 1 u'm v i? po .ti cm iri Li ' 1 1 ; ir hi- j d ! <l-< Mr in ^ ip csSion c»t 

ContioW Release, Langer ami Wise (eds ), CM': Pres., BocaRstat?, Florida 
■ Hiit )i i t i i 1 il h i' t .i [> ) ii Avr^e 

rs ^ a]i y j-v, . t i \\n ^ v y (i 1 > f iii 1 1 at r - j v'Kii.iin 

noi >k. \ ui * f i , I ^ s^divoi e'ji ViR-^a I » 
0$S5) D et £ \w Ncii; •. J 2 > s Ho " J>u I.Neitrosiare 

?J 105 tj^n fovcr io u*r i • j l - mil .1 1 J , >, 'i.m\ 
t < 1 i i uiu J t ii H Ht i.cl f he \ * i Uwani^i p i 
20 't.M^ntih s^t, i,v ithv (-(\ es. irtwm >fVn i\ i.iv 
► "snr - C'l RHc+K- styr.i. :, P p. J1S-J38{]9«4}), 

sM " ^ ^ Iks > h" (ie ii I N - r\ j r i] 

tj-cira ^ IM* i t o5i ni 

lai a specific eratadiraeM where the compound of the save? tio? ^ n., J* 
15 :al.h*n odins. ipjoitii: l"i 'ii 'n> j i i j i:m i i -i . m> j t . m t> 

\ r ' H \ i i ii 1 1 (kin i\ i i Mr i j 1 ii i|| | utidu 

add o ilai ^ -" ai j n u i i it y . -.. at r. becomes, ir'us il . c w , by 
i v -okMi,; m u i is l\it rt. \ - 4 f> -,} i *n u r, > i 

i'< I o i t IK' it J, 1 itisTOl' I * i i'l ft 1 .1 ,KT1! i 

30 cori h < d i i Kent;, Lrbv 

. -\ r . i nil f - i - - ' 1 hii-'l i s k 1 ' n t - ji tr 
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M >> L ll 1 . S I ( h 11 >> M * ' ^ "huJ If 4 ' i I ]l 1> I 
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,lJd|vlTI Oil \ I t ll HI U' tin >n , silk hk \Wu1<. 
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.penMratk^e.g., into tte few) 
tht mt* lies % n\ii K.t,f-,j ^ - hi iutMv Vicktnm 

rkimertMnivUT" ( our n^f jti> tl n>o lu> >\-\ ,,\ . 

s . r i > ■ i lb ir " , i t> 'hi r I n i • i i 

OptkraalEy assodsled vMi such mntmmc(z) sm be a 

use or sale of pM™^dsM$ wtiotarfotl pm&m, wMdi. nc*k* refl* 



I I idt n < mlm - < ir,< ,il ^ iVn v ^ b t i ill 



tfa poiyp^ide tfffae «v«ti<» Tte provide 

s I 1 1 J l I I I i ) i ,\ III l IK 1 ! H 1 tvl J Aft 



e.fetbeassa> I ( ba level 

I i <.ni i i»o lij. h t v. ^ ki li ma dsv^vk 
I (a) a»} ing 'be «xp sss oi d tte r i> pep* k ol inters in ceils or K ix 

ndaird express, m \&xl h md . ash* of a p«tfeui* <fbw er. 



WuhtCMX o i tr i * -ht'-v n . , i t I ,\\h \ itoitiitu n m> ' 

^ -ii'.- 1 r i t ivp n i i \ h , ' k li k i ti t km 

> i rlu i « • l o i ,t p s k 'it^i Lt i ;( i t p.. - to the; 

d.pnt.& mteui t ! uiK t I t \ n si mt d r \ r t i t i u 

5 .ill iii. . >U' .'.'I . I > 'r!"i. i< < i i t - 1 n . ii " \\i c 

t i l i Hi L I L i , i > i I li I ■ it i !<l i 

\ ' h ll n < tl II «. lit) i" -l 1 I ,1 11 t. t\> If 1 I uf>, i 

hi ! i i • i - v J ii i i f f . ' i I [ n x'i w i , i n ut 

i iv., '^la^uti, ctd, J tdl Bi <l ' ' - , "h< \ , il I 
1.0 Hvl *• - * '» t * f i Oth il . t i . < sv-i f d t\in 

i jrKM - i tf 1 i\ M i i I i i . ii i 1 IV l a> I irt k 

il t ire kmwi \am din uc cwyrt I «el ucb a§ : glaaas* ktass 
radiossotopes as* h ss I * fee < 'l L) carbon ( 34 < ) ill ir ( :!S S) S tmmm i Hi 
IS \! uu" hi i ill f .t . I i nni nt Kl s <- i i mmw\ 
famms&mt labels, mch m ®mmzmn mi rhodaminc, *rat biocin. 

U ,1 iu • hir ftw i tv ,t i-oii f n i . s >>* < His t ^ 

if t Mxur.t J i t- ul-i j f ,h opt ,i p 1 i ;o<o? tirr/ m mmmi 
t k. i I i ' i n i l t i |< I h it il. h t_ 1 1 1 i ^ i li i 

20 I. t I C ,1 .1 1 ItlL tv >- 1 t <!' t I Li'LVV 

it t i >i j .Kay i it > > «. I -1 t Kajk^hub 
prurtvi fosiiKv frv lubjHT'K'' of inU'iesj u,, ■_ k r - nt internal 
u , t I h 1 r ii t t ( t 'T tin "I l i t ! - I iNt i i kuti 

i t.iii , it ■ i -i -u ' ' \ - ). ' . - i i''i t 1 t . l i.ir * *<> 

25 h< I n j 1 1 I i ! i i , ' I i . „u t I , . k i i lu h lul.'l 

> lI _ - , <> i J , 1 k ' t - t h i t lit n 1 .., ll ii tk st 1 )- - 1, I 

s*i U«n ' i d nol u o iK>\x ''tklr Ti t n fl i> i mi 

I t p 1 i, ,ii >l «i -ii .It J . • .u > H i 1 ■ 1 u i * t [ 

[Ml V it f I t I- - c l t i I i HI * 1 lit J I 11 i I It It L.N 

K* m t d i iOf\\" t k i t> i j I i U iL i u t 1 . ' u in ilt t 
pir -vi h let. r < i t t i > n tr -*werr 



fatf»«a»t«ran 




,r Mr. 1 r r m \\\ H - d rt » 

Radiolabeled AnJtbodks and Their Frspneats. " (Chapter O m 1 
His B^acksmkd Defectum of C*»cer, $,W, BarcMet &ijd B, A, Ilefe 

i >U type of label ^ srsd the mode 



9 at sites m tine sublet md for uA 
ilevdk*1to4S hours or d to 24 h 



Med molecak to be 
15 or 6 to 12 hours. In 

S to 20 days or 5 to 10 days. 

In, u £ i I n In: I i i m it . n_ . 1 lit I isr ( !iio is i- i rried: < if K 



difttifepati 

known m fc M ibr m mto scsaumg. These methods depend upos 
used Skilled artisans will be able to determine the appropriate method for detecting 
a pattwkr UKi Methods and «u.n tt»t be used tst *e d i t i > - i 
?.S ^ti< i ^ j <i U i «. vt T t f > .mpt « l* iik ,fl,t! " *l 

bud\ scat i ) m t-ni t i ^jpht"* ! -'i^ ak t.i it e mu^t 

39 si.* ULS. mm No. 5,441,050). In soother embodiment the molecule 
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■ 11 uir n m f r 1 i s i ' i M i M i p. it -i i 

- iin ii ^1 i - ,T * j ( itr n 1,1 i n '„ h In 

n I ti>lx iv * t iL -> iKiu3 % 1 1* <i' ^< ! el Kl << 

^et«ed irs a ims^nn n i :ir iMRr 

9 

MM 

\\ e p " rtit n t i' i ti [ 0,1 if -. > n 1 it i. i N - nV iho 1 « v th •> ; in 
cmtviS 'vr\\ ii i v i my n ,w .,n <-m^ ■ < ,K of tlr ir --ni ptcti r v a purified 
SR$b«dy/m ofie or sri t ^ u> I i r-ui i lir u i th -■ , m { pr^ent 
1.0 awemiosi contain s sui>:siafiiM;v isolated polypeptide comprising m epitope which h 
,i . i * , iu 1 1 1 .i t ii int 1 ' ii i i u > < V t r 1 

^"th4: cn-ouit ^.ru.vi i nth* compft^e « OTtt^ nt> ><h, - :i J i? t ot .* k* 

v. t f i I f <.-] oil itit r< i in 5l u f h i [ i <l mi I t'i 

^n\tn % 'm^'K x r tn hi , i i r in M i I ii i K i*. 1i> ,i 

IS - '.]i'H t n -t |i > I , rV> j\ t > iv.mv.f k"t i w viKl ..tie 

i ( h < i n i iii ii i i t i it i \\ h i t ii > i i j or 

,i 'i - ) i u f k ■ l | I'll i ' , ^ i 1 1 i' U l r , i i <. t'i -ib i I. 

■ii N ooniu _,ut. J "j a detestable sadssttaEe). 

>U ,li i.^C ,, -LIJ. ..I t .... 1 .!ttl. ( lt« l t _ Oil, sht; kjl ,.>J; 

20 dkgt*osdc ksj far use m scree»it$ serum ec>m.aM«g antibodies specPk against 
o li - fi f nl r jt du s t '.m 1 1 i i I n rr t ul j t , n I S r <m 

' i I. „,,mi - ><i> i.\ , \ s t f Mil \Mtl< >lr p I | si l L ii. i s ,m 1 1- 

< V it r e \ UK i k iMKtr'i n < f ifi n *, ^ >t i' 

1 I < , I I s III 1- I 0 »,\ V , ' t ( 1 t <lt P . > L I l_ 

25 i^inhii I, 1 > ; r 1 1 1 ,i [ ] L . j Jt -"i^.it i ii \ i L iu in in l «>t 4 n ! 
^ ]{ kK tv ^ i ,jt ili ii ti 1 I i ii ' nli, ] H < ii I ti 
\ 'n f i ik i i t i \ h ' I t 'I k ih i- \ \ ' 

t t - HH\ 1 * i M ■ f i 1 i I l 11 III , h -> < 

, , KmuJU miMu . j f . I.] tit, pun hi > ,pq n t , m . n .t t ht ( 
;o o jipk'i -P f a uh J md-\ rt 



it v i K « 1 1 i I i | i , 'i j I | i ! _ i i i i!_ t ruun ^ i j i- i, 

i. it 1 , j „ i 5 ".f.Ak'..1 t[ < ui- l i u 1 .u h- i < ft <j v'i : ! [ i t!i 

i iciu id i _ j t ilni i u f peptide gen n be dete itK 
5 IjjndinK * ' du* „n i 1 ; ni,r &■ - ^tih^dy 

i ' 'Jit > di en I > im \f )! . i k it] j ■ 4 v ki ios hm 1 m 

it ii i t j s\t n u u i i i « I 1 <. 1 i i it i ,l n' 

: .!l i K n * mk k!-> ,i i, ' f i 1 K -sol ~t I. ui' p" s} 'i all tr - i-khmJ.^ 

< } K ,[ | i < I >,r, i ' i S r 1 i lt I I ! i ii'j . ^ , ii.- i t 

Hj 1 x s \h> p t k > i , f » i i i t it ' j > p. lit >fk 

.i t.ib*>d> is at* ** h©d to j m. id upp >r h ;pecifi< t ib d t tte&tmbod> w 
i 1 monO I il i I ii> Mi it tiiii uihh -it h v J ui * sOvsW 
t.bded r p i<>. km r k\ ■ \ t . > ii i h * < r r * - k t n an; n v 

wlude touted, ccnqMtfeg mtigen. 

t.5 In i i.i i uit ii n ' i l f> it J ui, t h ) 

it i » i>t I . i c I i I i n 1 ii i > t . ] 1 t. i , ] i{ i | ni i 
im i i i W 1 n i itli | i ii i 1 > il ii I t'i i_ t j u v if 1 l > 
-ipo. i i I \ ■ r > r j uk k «. h <i s i < lhO 1 > 1 , I ■ | u - , 

Fti h i $r ift)* jv n i I t | T t i I i. ..4. i tit r t i it I i it 

20 bcxmd and anii^en antsbodv onilu ..-i.d vjpr«v,K Nicseaycm ^ v^<? <?dio 
. h '\f ut a it * I pit J II i i fh if i a p ( r | it s i n i 
_\\_e-< ..^t i " 'i .ill* r\ j-'i i i,.o,u- ilii 1 i t' . o ■ 

> , 1'K t H ' " \ ni tr I r >ui i 'til lit p i h i l U i i > i 

usVi'ir\tK\>'M!>M^^5 v I f li" 
25 \ ' i I i l,i * \ i ; jq I ' I 1 > 1 ' ! j 

2 \ t vJl'U it i i ii ii' i , u il [ i K ii . t i I i 
'* -ttdlpdu*^ Vr Nitcil Ih^e «*- , - it js dK ^d.u1e 
t v v, f i i-K ^fn ) * -h rii» T t-H to ^ t t( " o p ^ - < 1 r r < i <it l*u 
proteit h| >. i:-jI- ^miLi uj m -t > \ 't," ^ nup or th* 

5ft >lk, MJjKpt vdu-,r , -"I p' 1 1 I .^vt 1 



mi 

\ > l <\ "l! . 1 t'jd U, }f 1 L I t ! , i. I " i 1 - 1 tksl.lT! J 

1 ; j, t'l -V -r.-r r ,\ s it <i r -o frtt^ ^Ue* \ytu.- u^t hi. 

dia nestic method The kit gei i I i ' 1 &c<@» bound 

5 it it i m„ it I i t t t rt i i t. s. it l 

M ft -lx> >, i.' k i 1 M< it i i.d 

Rqpmductfw System- md £>// Gf&wtk a i t <■ > - Urn-mien 

Dmgn&sk 

I ht! pttN&nt sk u , Ilv.. _i> .i nu i if- i, ■, t'l.Ut.ji iu 

SO > J klli Ml \ t (j l tl llf II ill I 1 nMi«, il t. 

s^mm-imlticfd srmx^b amsde. testes, Merkel ««%.. HEl. c«fls, yppocampa*, TNF- 

jjK .11 i. II \- , i 1 ■ ; if i il , h i ii i , < , n< I i i 41 \ < 1 - ' ^-J v 
li\'-'u 1 ;r ;i"Vi i 'ii ! <liiiM i' >ll < 1 j f l il 1 - U-i 

< n . 1 1 u > tt < 1 1 l t . , 1 1 t t t „ 
15 Ju rr f r M 1 t ii |. d t t >llut . > . t * ik >k 
.an h .nni K' ol " u* .st lit. 1 >iJi J i , iktl Ji'vsdi'^ ttkucd u-t 
* c ^ il il 'K - " t ^ Ii E _ "k t t ' kiuhJu 

■ liX 1 1 1 , ^lll! L> 1 ^ MTI <, II I L If I ' 1 I 1 > I j sv.M 1 

^ lUfljNU t.^n ' In K il Uit ,' . )i. 1 im,- n I,u far t ' u* 

s^ereexruN 10' t 1 s >i|i itit 1 t <. , f 1. U t < 1 

n 1. v h > I 1 t r 1 Ii t f 1 t it iii t 1 1 Jl 

Mi 111 ' 1 t j 1 u u 3 1 th 1 .1 m 11 Hk' u 1^ 1. 1 In 1 

LMjllt! dvtf s . K [1 1 1 IS ett t. t ' I 4H i k HcM . , i< ttl . 1 

1 in I ->k j it 1 •< s t * .s 1 t m - t'i< 
Mtm 5 pr.-tf ui^Hkrt^ k a k mum 1 i ■>t^:r > i J* 13 £rum an 
it 0 1 '1 tl u>vl id r > 1 1 ^ 1 1 1 - i i S 1 lli 1 'i 

' t vN, ttL 11 1 st' Wfv H itt i \( S ' - 1 1 t s i ) 

s. ^ 1 k 1 h t 1 t , 1 u< 1 ot i'v'Mnlt mi i II < h m * 

J« ^ ** c * tit r sVn\ Kit x 
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the stan&rd b hidkath* of 4 n 
IS the a>^uUmofs of cell growth and dm^.mmm. 

\h ) , n j no Ar 1 tt' u,'ti>Ji A st o 

-M u - r t j " _i l 1 r i t n t r i Lt iiv » flu 



Miring w est <uuru >U dd'x ii.lh t w 
* pj of© ct of tbe tev dl of she mR\ V enc n n • * » rating proteut fe a ft st bidogkal 
in j , K"- ^ > ft l\ tM unin 'it _ 1 . it i 'n . H i n <'\ 

IS ie\Hn. i u.i'i * * it 4 1 Litt ir » t ) tislli Mtn >< -In "PMImi u 

i . ' e -aH> e ..lh mn- prolan tevel o* tnRNA level in 

s-3 preteki or *h*NA terf, the stand* 



«orofr f 
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^pr^cmci m sht art o-i^c . U < umi f U < << < \ I d 

B\ Kl K l s,u l< )\ j lu ^> t t , -at j, h tilt il 

u ti i i il I 1 h i >^ - t» ijffjfc or-<fk Un t , i Hisufus- 

:> [ in in r 1 t \ , i t J t, ■ „ i,iti ! ■ ii i 1 ■ t Ki J ' i 

^! till \ j )t mi I ir f * t i t < i ml ! I e o 1 pfk tv 

i > ' j^'i - s r ' > < , til - i i - i n f» ' ■n 1 f i V K -, n \ O 

it i > L ^ i I +i . ' > i It \ , in 1 ' ( 1 fill. ,l, ' 

1 1 I I li A\l v. Ml I ' II \ I I I U _ I [. IV *i< 

m hku& ~RN a „ ihs it- ' i '' i, e f » t-t e 

h p Mill n <i tir/.i-t^ t'nn utni >- hTsni'J 1 iii\ 

, t i 'i H In 1 - n >.' r . i K u it ■ > th i h t u rl in 

Hi It i i in i! i ir ir M«Ui JssWdc^ HKluJk' ! i •> vltv^t- (ucrsttttt! lung 
disease and any disrtgul n of The ii I i n cell fusel >r> 

IS iihi.i ^ I l t i i t <- \ \ uri i, ilnui- 11 , ij* id 

uiMtvu is }tt s i it i i ii i il in Lit ii '1 i u t it k < e d V<^i> 

n .J u;i it k ti ui 

"fatal 8*H»lar RNA ca« i ted ft on ih I _u il irp i> my sutUbfo 

tcvh NSkll .imJk ^jf L -U|'.i < in-th..< i',- r n ,u ,K>mi Uli.i 
20 dCH b \ I h i t si i i l 5 2 (im)) (I 

it f* , > f ' 1 - ' I'n < > '. iii m is, 1 ,ni , i K'. r T"i 

T^V.IT I \i. <>K l t If 1 s lK n| jI.l St 1 \\ r\tH il < |._k<* . II 

v k i th ;k i ,n i i > i 1 mi ^ i i \ ( j >r*Jui .\ 'iiud « 
R % PCR } t x t<i v rp i i m i m .1 I i 1 i, ,, i f i i ,'i 

25 (RT4oCR). 

< u . [ i 'ii* i 1 i i > H t n l» no n iii u i ' „,ii ii; 

I --I t i t f-^i evirif\ *i >1< , .it i- <. - i. t i' tV' t- i ' 'i • it^&n 

hcfet duv^nh U il ii i i i < . i -i, bnd^ i lalkv i M / i , , f< " f*<»i 

KM ' - ll lilt lifn \I i/ j l ' 10f S' k , * n C« 

mt 1 hI'i it Ki.n t> r im ^ 1 i- ^ t i it v t i^n ^ ^ <*k il 

i i in , , , i > i i \ i u th 'it H x . i 




tibdcd > I . n i it < r ( r I * n _ j_ , . , , if i j , t > , u , 
?5 exam < - t 11 f j l ) < ..j ■ j |l - n . u. - m i i L .-i , , .-i . u v U 
u i i i u k ^ H| If j t ki ii it r 

U t i K mi ( ii t ii i 1 ii ii ii .. 1 1 ti t r i wtS:| 

K iu f i!t.»n U < li i ..■ It 1 ^ ibf, f 'H i K n, {' u< .^-.^ i'I 

uvt t i 1 1 j » i k f ) 1 1 • i i t ' i r f i j t i u 

?n mi k is | i <« im M w t ( i ad imsu i 

o ill r-, 1!11i( x ' i<« e Jtor. ih m« - ' : i 1 t teo itf^Tc the IdbeieJ antibody or 

^,1 U { -3 x * ..I Ik. - h l , ill . >L . i .tl nt dl - kl 

tontim t it ) l tit i »«ii 'US't in _ j- i t . t Bjh i I id 
emvvrketst^ k" I > j > s 1 ■ n ■ < ,v « < ■ / >■ • ■» t - 
25 Hu.hu- s \\ id $V) o s \ i i Mi bin.; tec fl9S2)) 



Uvta iK-k^ t ii i i i - . f i -ti - tfi t i 

Ji i , n> . ■ vonj.U^^s nvohirj* =sbr . u m ot e\p£>MO i ni lulli u\ * i 

SO i Mt v ,1 ht at i t nsl \ h l t ii s » u c i th 

K l it s i 1 ,! k > i I MlftWt>) si ts tf m ir, Til t i ii 'k ml J K IV, 



I m i i - h , p \ nr i ,1 .1 i- a i i rt i i f 

It ,n ' r< r ir ,)!' k . i j. i, >, [ | , i . t; il ' ' I V-1 * • n ,» 

* *tt i < i 1 1 ^ n, t Si's H i u i f n ut s act \ 1 

1 i S - , t t u If > t n n ill I •> > <. o st 

S P l "t • 'i l . I [I t t i • ,1 M n fill l i I, JK, . 

t !> t 1 u f llK ! >*< U , > E> I 1 i d t L i il UU I . 1 1 

rhef»lti K it i , ) r t ksx uteSs ii,t I')- iH x it* st tit r t , f r i is 

i, i n r " il, t < t - , ti sut s , ' In b> U nt it ■ 1 t K p Mr 

iSilt i^tSTl Its p^\sio <\ il, MiK-iitt 1 'e* v <. II' ot J .tt in ft t !k ll 
1© Therefore, it will be appreciated ? bat corsdstioos caused by a decrease a the 

' 'i i i u nl t , ot K I isnti , n.T it, ti, ti, , i .i i it i irK i si utes el 
iSt >tp oiiiUi ■< T j . . 1 i Hit it h ut t Hi tt i . i k) ]li,t t it 

< i i. i j okip nis tt eiin > pi. tl j. i,ii > s^tmfm 

unt ti. ittuJd it i i I . I . < , s ,, i - t t it\ . t] f sit 

IS • uni- i m,' ii ■ , , i i - . t ) i i - ) i , in il < ty . i ii i | r « 5 • 3 t.mt 

, 1 t l' i I Hi l - 1 1 1 [1 1 t ,tt t p.. .-I t , il s inn 1 <t 1 K 

1. Hi-, ttir- 5 pp'w, tl" -1 >'ttt " .ir-M T i -c rdiotulp \i'*n - 1 'mn I w it: 
suck ar? sftdiVkkt&l. 

lult-h'i; 'ir., umM rt >.v, n,, - "tin'* s tt , jiisitc sil k I - d 

20 ard us t v<,l . i ti t t W euept< u a ^si is 

>, m p ^ssi-vi ,thM s_ 1. r-ti fit. , "s.- I- iff SH n > - it It 1 , tP.v isf 

- ' !M'tTt,sH P > V < <<< « .i s > "'Ml ^Ml IK I'-HMC: 

ItxtA'uvi u n' ti u 1 u -. It 11 it 1 1 I i tUa xFei 1 ^ m 

I'M T - < -i l-i ■ • . il h tl t |i ' ,tt ut I , J - t hi 1 

;:5 she ti (i Ju in 'i it. ad ,m li •_£ 1 rh. <n-s,i \ i W lfi! , ?>,, >, , ,< 

^ Js< - 11 * 1 1 1 >tvn ,itt tli I it o<K se^tettos-i 
ib v tl }t I \' t d i2f* _ 2"~ti {! 1 t 

jt n if r il t < ^ <'i 1 farm phys v f?? 

i42 Ik - b m ^ > ' tit t 1 t ut n f 1 1 it > 1 hi m } I f ^ 
<;i *<? v 34?:7 N| - 1 1 X't fti\l kn^nt^.tr ottr 1 •>!-'-.> 

^ itt , Xatt » sK ,1m, , t H ] ^ mC! , follmarid J lit.. >b tt 1 t l n . 



m 

adtrnty, mm fee *° Ebempajilc^ly regulate is « m $%%(m%kMh 

■c^akiate 3 t. i lu Mi it tlit r\ tin i'lti i 'K j >, t nl I 
i i, i ii ■ 1 i* 1 i > ' n .11 ; i 1 „ 

5 t^'UfK n v if < > i n ii ii . n li i il u'l n it * ^ s ii so * iiLU.e 

dPL..<LUU >\<1< EMI i l > f,S _'0'''^i I v J t ' it — m 

iK i-,^ t mi'., ii t . ti m 'i i K i s> i c o o 

i i ii > i i i ' ' 'i t ' i il an I ii' • ii t i t > , i ,i iti Ui 'i 

it .J 1 I 'l I ' I ! ? il f *~ " -+*> 1*1 \> l,'i> ' 

at ui t i snm < . vt t c t ^ 1 1 n ifu f t i i K i v <, i ttu 

i i .1 1 1 i t - i i i > i i - r ,, , t .-ii ii - t t r ' ^ur ur> N 

L ' , IK 3 I 1 i ^ 1 U 'Il ft* tf- I UI' HI <i 

pan wji 1 i i If i. - n-i > uir . Mr- ■ u >n u*i m tku it^i ^b^rus 

ri t i I ,) ii i t n Jet 1 1\ j i 1 { .>«. 1 i i l h \ ft» 

15 »l/C«/> M i ' * > " K^u \1 V rffli < W<»}V^ 12.Ht} l^it' "f>i 
t u« d It. lit i I t u t J 1 tilit _ h v , , im ( t 

[ * l AoU<«i lo^' J 1 < In 'I > v » i -\ m i i It' 

I n.I ui , nt ill, inn <4 i \ - -1 m in. ■ ' ( rru 1 

!(.»![ \ V>1 1 i IM i tl' I (1 I T . k l ill Hi nt | I'll dl 

7J} HIV < V I i 111 t s . I ) s t I , 1 IV 11 ' l( f U U " C I I ^ 

t, c - u r brr -np.^ , " iv jl r r T «. knii^ri siH \ r *i - jwsk in 

\k ati p a\ pfuu< ^ ii ^-JK - . an ^ e t ..i.-uniiitL - lva , I r ' . • -i 

lu rtl ' - U - i 1 ' I t ■, . 11 ri _ J 1 u? ill Jl ' E Hi ^ aJ i- r a\ (I 

u* n Jfit -it ^ I > III i m i ix r 1 it ' ( i i I ' .Ii i- 

%S A < >\ u 1 U 1 nil I ' " I f I t I I] I It f > It 

t\| 1 1 -u> It,- lu- - ' i - i * ii ith *l . u- i e-i L 

bcerun c-nkxt:-^nu l..llisiit i-> i u.-n in>u m .n:t u;.ftnv> >: t. -Jli -i ? 
1 1 K- 1 t i i t it n 1 1 it i i i nt In if o\h - H I- ii i r i 

til i Iit s ui i it ' i t \. qui ' 1 1 i i- n i J 4 fustbes 

.3d ti>hidn t it ht m u s„n,. Hi Jl, i K ntph*jma 



3 0? 



The follisTaUa-J polypepude compo^hon will be formulated dosed m « 
U*(ra^N u Mi'i Ir it prm i - ~ ii t J u ) in ! h ! jical oondi t 
$ ofrhe buliYKh»] fvr^u kv. , dh tlw side dfeois of treatment with fc lit wmi - » 

H. n.f. i - t <. i:eo! Jt;!i\fi ft iliMitia > p > <. rf u oti 'I 1 

iw^'iol i'- str ( n < '1J, * ulr m ' ik 1 >^^,v \ 

1 tl i h 1 il' <. ' .ir i i* * 'h * p> k t 1 t [ i "| 'i. !t ii 
I ' - <L i mice k f •>ii- H v 
m \,x^<. il v t,*i the mu] > iir.^jiu'K N n. f k * kh k o: 

i * it i- - '1 i ii i "i in i ' | * - '" 1 1 >■ ' ill I " ii ' ' ^ il i ii 
lit , n 1 iij - 1 l , ; u-t I n I 1 'A. il>iu> 'r i i t v i ■ rr- ,11 
t ■ iii k ! r [ u h t i i 1 i i MiT" 

mg/k^day, an-. 1 ! moss pttfi r hh ro towuro , hm u ' u< • <i >< to th* 

i,5 >* i ti ^^uiniii hi i i f.K ^ ilk .^imstcjedEit 

tk > iU of I n il n ir i < i \ I . ii k' l« n . '!!"■ | l 

, u r ^ h i u K i i n its i |. ► i s . r pi - < V 

n ij\ u s i n t ii < beesnploved l^ien^Tn.i iti.v n ul ilt 

' I--U . ii. il ih it I Ku Wn- if i l j' f. I I m-. i i n i; fk 

10 \an Jet : „ Lds..' Jk- 

r "i ii "i ' r ] ill 1 i ] - " i " j. ■ j r t 1 ^ n r 1 i ^ I 

ik'x r u <. i i ,11 H 1 id kn i ,♦ ii i tr i J i , ; , h 

mu o ii it t > nr^uKu vacepn^ui i j. 

25 no y-si ^^>>,ti d k' it J i(tt i i 1 ui i| ik _ t it * i 1 i r i 4t 

ii ii u' m t x 1 i | u i r i 1 i i , id i i i 1 • i 

a --l ni m on xstk 0 > u>, v . in t m i in n 

I iij ,1 If J 1i 'iMtl Ilk. - f, ( 

Ik Ml i 1 \IJ iv ,1. Ill tl, -Illlktu' 4 UtXV-tt "St 

30 " *kfVffk ^ !M it tui i it ' i i v 1 1 pi i'\ b i 

'•'siM-n ' >"Tt shaped ^t^lev c s tli i th i| i 



i\ i t inn 



S^mimi^t^m mktksm msM^ polylactidgs {US, Fat.. No. 3 ,773,9 i 9, EP S8,4Si) s 

f| O'U t'l >lu ;nH> I 1 ,it i" ■ 1 r t -i i , It il I N < 'T ft t , if/ 

22 4"*- 1 ^ i » • | i h 1 - (• t f r iK v % tu ? R Us 

J Bami-J. Sfoi* r Xv i$il<r t i ,v,1! iru- P r 7\ ^ Av/f <2:M-I is 

5 ■>! > , k-iiviKiMi R^h. h pi; I h- $-t- -In imv jn 

aovlif I s M^'-SHJ mvd-icKiv telltMtmi »| \ pc -t\k- ^ K\i>ru^ d no hV. ik 

in u i f { L[ i t I tf i i i s IT tJf\ s I 

[,..! Ik1 i ■■it.! > ■ t I. - i i. I 1 1 'J I > 1 2 1 f>j&s\--fnf 

PnK\miA£<td\ ,t *2 w^-i >: I ^ife^rf^ V'/ t<w 
19 Sel (USA) 77:4030-4034 09SO), 52,322, HP 36,676; EP S8,046; BP 143,949; BP 
142 ti* lj|on P*t \ >} 1 H l v< H i n f 1 U \i It' H„ ,i i ~U ' irJ 

iFlu: 52-^ U »u > t'k siohh e. . i t*i ^ Jl i t m ' Vi •> roi o 

ir < U iv i < u il 1 i iU> itin\fl t rtli ^ > i •! - c l 

i. *k f i t r i i K 1 1 i i pi li ,< > t! tii' ''HiirtvUin * 

For ,n . tt .\\ , ( ln , i jti in n\ i i'iip-'i: the VIKluii ' polypeptide ^ 

ml i I m '< i in ,5 U i • i>[ mi ^ t . i s. ). 

ii (i t '!■ < : n t i n < i - 1 i i ii J' v 1 i u to it til j,. f. i 

Ld.i tt t it 1 at ti • v. l t t tt t a tU d ^ J tvl K( r ti i i 

2t> Jo , - J ^ 1 1 i > <iU i h . t i mutt i ,< . 1 c r , ,t tot ik ru 

torciulAiuw prefetabK irJu \* 1 mIi^iv « 1 ■ n| . >\ n 

known to he tkxku- < - prptkles 

' tCl (IK [v t i ll 1 , pK| t > n l J 1 'II 1 . ll^ t K i 

P > X| iv rrU d n Mr at - . | ti . i * . U 1 d 1 . it ts 

25 t <i I ' 1 1 t it t i i i i q t J t eh it ill 

T 1 I v itt i r s [ hi tt t ti i i } i 1 mI i 'i'l I \ i, 

wit the bloc* n the rwiptmt i \.-»-p t -,t i 1 1 . it ?, s&lsae 

F)tiuv: , Litm •% ,t\s m v , . i i — L u ^ m . I ,t> k. . , 

ctit>i oJfi^t* ate § si Ml k? ^ "! o> '-.C 1 p' VIM'n 
M TlKvi i s II i r <• tittt u t Ci * , c'loMKati h • 

enh^ u i Tihfl^ Sdria m«t* ah »*e notR ..k ^ r. . i| t it it 



>h r . > i 'i . >n j - M i 1 I i lit , L !i ri |'h itr n 

► K.lt s v i u ) t'i t i tr i ! ■ 'f ' i 1 i ! i i i i 

i I i .'< L ill i 1 ■ i _ t.> v > 1 1 ' > k ' H j » t 

. rr>>tp ts 1 ei 1 <v < >>eii l <> 1 mt „ tui v ir kii _ h , , o tiln 

S p^Unies ivi . u < > i\r^ i i, I if, it I n<i i V 5f! 

a^gUtUl. -5CI ; pill,. kill It' i i Ji.- iKlKK vUJLltt 

ir i fir HI iv it vk j i J i_ : n i t u de\ i . el jLaLUU- i n 
F * \ m ' . fol , i 1 t n'n , * 1 an *h . I ) is i-Ti 

Oi 'U'liVli Vif^Ui MKh i I. ftliiti 

m J t. !i t inr - fil , i 1 1 i 1 t mi i ,it " it utf v'i - k it 

<-i[ if v ii ji'it _ i ' ) ' r H ,nl if" Hi i ml it , H ol ihea 

j* ili, -r ill \m if j_ Hi 1 1 : * < > • i > _ 

f 'h i if - 1 f I t } n I ' > , i ► fn fvU ilv 'i Hum 'I J ■> K s lit. 

SK v J , i v it i ill i it v i I L [ i , ri <\' it s?$ {£ & , 

^ n i inrl s if Mi ij * ' : t in- [if M h!i , ,i pkm^ guvvaJK are 
p < 1 ii * ki f* K f s ik v f is ti r « )" i 3 n r i t t 

H ■■■< I -' i 1 i M f i i 1 n i ill I 1 Pill IK 

K> jVUh if. I j.!. 1 I r l mI s il it t ^ ■vi ii in * n » ! i i* ( , o< ^i s 

20 t I ^ .»«• 1 ll. i 1 i i i < i st 1 *l 11 Ii ^ I 

Ks f >, ,! *nn : i i^o \'it iti \ ■. m _ <. m ■ t > r K i'i t , . ir > il 

lilt \ 1 t M i lit 1 11 i v 1 'i l J k t III I 11 t V|l 1 Sv't I'll 

, id 1 5 k l\u y r oi^ !• t \ Mi .1 T c u . .1 m iHn Mit,' eii 1 
K'vnnvtt ttu ^ * t «, I lli i |. I t ft ti t it r i r 

25 mitv.1 "i i^Hl 

Tf.il, Ult, j. s 1 | i | II ■ It ... i,b'l|*it Mtp _it . I^H- 

oi iir 1 v i f f 1 1 n < i t t ir i- t ei t .' c ri'. i. t i t 3 iti ) 

f^ A t 1 ^ ' , It. v 1 kH 1131 1 k I ' . Ii i I J. Ft 

t ^ ti i i 1 1 ^ t l - i a d A vtoie .st- t il | Ji t 
34) ogk-al t ic s hich i ice el s s 4 > r§\ ti t as 1 > } u eaiis 



no 



i ii I. .M Ji > mi) • \i I * f . I , t U >i T if [i 

tgmtim ami intu^mistx - Um^s andM&femtm 
S T&e it^ «• i j m» f r< ■ ! f t idli . Mt\ _ ], i ji i t mi in h x v 

which TOhanct 4 bk\:V tht .ut\m nfMiburrM otss.dK j tt imetsci >ej ih 

1 Lhl ■ 1 in <■ r Lis) ,i T 1 ,Mi , . k t ^ lie I ol\ kC 11 r> 111 j i - 
l * 1 , i ii <.l iU \ i v i ) 'T j i ^ 1. 1 n }'■ o 1 1 i- 1 h 'lc s .t> th n.ut .)! s i i y.i ii 
ir i t i-l «in u u i ii i \tt t.i nl t Mlb.it . ^ \ite 

l<:> > • ! - r iii ni h .r . t 

In ohv r*'»t ' + -■ f nb \1 nr' ?he if t"H i ii n It i 1 i 

L , in" it' i i- hi , f ii >-i < ffn p s >U*in it t iIk" M.mi 1-r <-->- r.sto-< 
^hi^5 v i,M .ah . , i u ili u < I' l i I 1 i s n n k i ^ 
camp i-ii i j ii (itf ision thereof is\ ir f srs vdt 

IS liutf it, » , i ii I. il - t>i i i ii i t ft _i „ i i - i.jJmk i - i 
I 1 du. t 1 1 1 - 1 nit 5 .ilt.' U'L-.l i i i it t t ,i. i, ke i i ..jk 

tlM'lt I 1 lit i 1 1 1 I t 1 „ e ^ .itw 1 l v iu U.J C llj )}> t itu » 

n> ni I UAti ' ji \ Mf i k tut Jt i > pi Im'*- m Jv n s K vi^.l k>j 
nl4>;v t u I r , i 1 i ik iMi.il <i n K it hi .it I . t ■>' j i 

20 and then cuto ddw Ui a k In oi ir t r M K 

1 I t I^IMtl) ill i t 1 1 11 f II tt f 1 1 4 it 

j b i iittfi'i. > > ft^vauon i tv I t - s T t i < ^presssjs 

j.molts.uttl 1 n um d.:\lui Lit iitiJun i _u . i t< 

li tl t t is t I 1 t 111- v 1 i 1 ttdt Itu l c <,> 1* v i * st 

15 N <-M< > i f i ' f t^"u ' i i ii { > t i I i v " i i >«, f 1 

. >'in ,i ii i' Ik, lb k I ' i L t (' i t i 1 'i i. ,1 

l t i . ,! _ it 1 I ' ll >- I ! I 

vj tt ?i i < fi- ",it'i * ml i K'lM 'ii nt t Hi r ie i M i 1 i- o. >\kti|V! 
lift' i I i tit "i t liU , o i t.iul mi s' I ! i\f \v<JJ ami 

%i eiiu* t 1 si i|< ' t s ]v is ,m J u tr , i I. Hi t bon < 



Ho i?> Uiw^ { il 1 s i t s ' a sifM^m folttuTi, Jtn t 

.1 I 'i (i> i .Ml I 1 ' I; Ml'i IK i . p- p u . -'•> IN lli >' 'it * * 10 

*l\-vt uiti th^ e+tel oi n ^ai^Fu* di "Ivsain <Js -1 in itu 

5 SchaUkI If t -UlL'. >'l r I a i Mill ' I 1 l t I I ' « i«L It I t i 

* W ,ti' I. \ Am hi.i ] [ r.i 1 , ! > n i. t i" 

i' I i (I i t I 1 ^ . I 

!P teccptur mo'c roc i u , P l > > < i ■ ilo under ,u-| »riau 

l : ' ,1 , 'Mi, - i - mhi Ki u kIWitn v t> i > i vvi 

t 1,! ■ s. I" It ID' (ll'u I IH 111 Mltl Li k I^VlYt I. k O . I 

mokco, 1 ~uji l j vk-'-^MiH isiJ.sc l : lI ^ - 1 . j a ,j o the jx-rcntiii 

15 PoU- ii tf i i-i i I.. V vi . ' T i i I > lit p ;1 j , j i! ^ 1 ii 

0 it x.X d >Mt'>|u • i' i,; * - -.uli >ti\f lu'^vd ■. > s i-\'i l ii i ' \ 

i * I IT i l . i i. I i. - ill v > i ilt. I c] i k i 

r \H<T 1 v ' h : - - ' 1 Hiil TUnt;-;- : ir >| ^ ^ I f 1 v ; u -r. .1 

1 ."■ <1 1 11 . J . I . *1 d ■ )• 1 1 11 ► 1 d ' ^ • * ' U ' < J ft . 1 it 

2(? &cUMtt«^ thffebv prevuvim i In P I in <£inn 

bi«dS.t):g. 

O'hw poti'tuul istt.ije 1 ^ i 1. 1. J - t! !i?s\^Ht cn^bc-tk - W^e rt 55 

,1 K Jv t < t < 1 H - 1.1 Jilt i|i ■l'^ 1 >x \ 1 . I j 

tn.i . . 'I' » VitNUt .'u'-i |u ,t ixi.mi 1 nrKn -t lu , > 

25 examplt O* ti ) > \,h><>t>i>» K <> K ''J ' It O ' J n >,< u d \i ir 

J 'um U . km «. Fvi P Si t - »' 11 1 ^ i hi _ 

h>m* r ^,^«. hI i runfesrot -Htui v «. m n I 1 uu 

■* u<v<. £53: >'i il 1 " 1 ^ Ucjr l> i iK i . i ,^ ^ <. i ; i>n<i u f i 

M t\nrpl i \ iiR^\ h o tpi il « | t > j 1 <. < 

tbss er-.Lories f.h« jnaturt' polypepftilK of the p i ii : .rc^i an 



anuses RNA^n . , > -nJ - oi fiwi afowt 1 0 to 40 b*<* " ^ ik J -\ P\ A 

■ h iii i << t 1 > 1 i i > i - ' i .11 

ruiKr wiosU^KttN* p-x-^ntnu t: ti n 'ii-.ii MMluutm-Ji Iht 

nt ,i i \ A, i kn ii ^ i, r i s i ,h -\ . 'i m-> dffd N<h,U ir&FN^ti o 

5 ihemRNA nsulecutems'i t : - ko '- pM- } U ,k S(ts m . I, i i, , k uiki J <il*iv-. 

li ll U' ( 5 t ll' ' 1 - .1 ] v | >, t»Hl I _ U 1 t < « v HI 1 >\ ! > t \ llA^ > 

i <u t n -< * rr. Jut - - k> li jm-m 

1..1IIK.I ijU.llK K^-p", -i c , d t!,CI -l- V- 'Mi, 

1.8 It Hi 1 II - I J .11 » J I t L i I Lv K vt v II 

« mn in 1 the I i "t m it i d s -v mut ipM o 

n| F^H -u-4 ffrtsii^R ju Mil m. ^ Hi -oon U a u%ih s ,U-1^ it-sv, nt ihe«ft o-s 
d 1 K i r i J „ t ,i ) It * J 1 r. jl * i i ■ i Jo I t n ■> 

antagonist A fdfetMic*-3 antagonist may be used lo prevent or inhibit or mtuee tlm 

\3 n ■ . JIM [ . 1 5 K ' 1 I <> t if •( , i .r 

\titi! ! in , M t Iho ii l ,; M 1 i ■ t no ' 1 1 i on a il n i ■ < r b u • c . 
t ,u '< -T i h I i i i t I 'Ii Mill (I lit 

1 1 t i i I it i i i s 1 i i i 1 1 i r ! t i i i 

> tt 1 - . \* k o ..ni L i i i ' i ! ii i , r. n u n i 

■>£! I - JH 1 k < It 1 J J I ii mutt" N v - . > - . J ' I M. i U JLIl LU tdMIIU 

h v i K !c Ik is it i'i^ I i-.it 1 t in - ii i ill' it 

M-jl i T i v il 1 I 1 kl II kl II 1 I - .J t 1 \ J . i v I I 

|, il i i\ , K. i > <i n i i in mrnii i nul I i um 10 nis t nt , wi 
t orsoi^Jt-rlv acts> t h ti | t i i*n>|i 

25 hi, i Ml ' 1 i I i Kl mi . ^ull I- . j ', , i 1 ii. ( vt f,'- . 

1 F * l \ k .til- t III . il Ml H * J H UK }f)t« UtO V0 

"'e.KOf *>c^ it" ipl a it mi , t n I' , ill fk vVton * mil 

i • i i ' i Ml I l in r t , ii jI k rp i> ' 'o 'o . ' v i, i 

i >i v u i'im n,\ Him^ . pt i . ' ilr i. i > 1 , i ! to . in, 

38 I tn\< nil I ixn kti,l uu \ llv 'I il t i ] < Vfi 1 Is 

I ii I 1 1 l 111 l! ,tl M 1 1 I 



,'IMi.i !' JovilLfo \f * .M r if tffijlllvll, U' CTpI. Vti, ,1 

composition with a plsaimaeeatieslly atwptabte s&mei \ e g t as herdmiier described. 
<><■>« Mapping 

5 l'he t it ii ■ t i ol u ♦ I | n ,u t in ^ - 'it art. &L . U h - * < 

I f I CI I 111 1 f v J >t t 5- ^JVvlV ill u uk x M il^ (> jl t 

,it|i - i jl > |,> , r ir i 3i i Ik j t h ir in , , i r - Vi, n^t tVifi u 

^Uirent <K i i it ' 1 n p it n il < t < r <l , , - i < > i> i t , d-m , . 

lilt ■ j i i 1 1 1 ^ i s )i > ' ,f [ I i ■ r « i mi- ' ■ 

1$ ki i it I i i ,i I j As t ' h" ■ 11 l\ 

,,.|u-.t 4>f , U t Mill „ ]1| 1t t ' -A| I - t^NL. < h»*L 

u,. h . lih s't'it i - ii ^ "■. 

Ii erf u \a u > iN\ i mi hi n. I *u!i\Vk «.u : ^ h\! -s 

♦<Td ts^ CU r if 1 k 1 -^fF'^KlT r E II ' Wil^iJ 

1 5 It > 1 . H Jl k h VI ( U I I U 5 v < ' ^ < .'.1 . U ill t I k 

0 uulK 1 i umiiK US 1 J Nk I i > w t » I , in i. ti >,i,Hf« i v > k. 
iu f,n>v if 

Pi l 1 u n >. " vt. j i( ' ... >► f ni>^> ^ i lm> 
p^epau ii4 i\ R ptmcis <j e ^ ~- ' | 1 i i i l> < - k tt p u < il ^ nK 
2o i itv u 1 _n °re t m h 1 ij , d| «v v I 'Jo itv^nwe 

I) UTKttO 1 *H vlTlhW, '^k ^ tlH \"ip S . lipfsCS Ik St 

[ e ^ '^i n i k\ \<- n K t mi t is < i - II r i l m tiiing rnlsvsijy^ 
itiman i i - t i £ ■ ittstiu t r - .mi i t is?? i << i « D'N a < I '.-t\ 

it i( 1 , I j il f v, i ,'1 i . 1 T <> f |n, I 1 1 i I r,M i n < it 

25 m fttui itep fh > ] t iv ! I I t Mi .1 \ > i ' 

j ik f 1 \ \ s , I) |l <. k <. Ml J r << t »} » \ * V» t / 

t i M ress,. New York 
1 1 ,a .>u ui> )0 nr.^i-l l ,1 1 . t i I i ,i at ii hv 

1 5 -It ^ <i t^U M ii^ ^ t v n 1 v> V ill U I I 'l - f t l> ' 

3ft 1 i i I ! iti -m t i d c r x j p t ^ eWorttiWkl? Ue^Aik m k \ 



14 




t v. w/>fei / «/ rt<> Futtistatin t Pvfymtchotide* 

JU MIj^ <( i » i it m' Mti ul hw<!) can he i scd m ^twwwap 
gems I. t p ui h<n , ^,tih,,s 



typrepttkgPCR 
laSEQJDNO:! 



i arete used t PCR screenii«of 
j to ihs SEQ IB MO; 1 win ykkl m. * 



Mil j arK it r i H [ i t , i i l«ki || 

35 ( o lis, fc M *r i i i ^ I ii r t > on < I t.J > 

J v i T 1 i ,n v. tr Moreover, ^iK j.h m , t l lt ,ut , > 

> irtk ^s^atv J >>r^ iw » w ns Other 
n he utcd inclwte in vtu hi -t i p evir* tr with 



115 

i' ■ f inn i . a t") . i* i ,1 i 1 r , i «' j| 

>Jl t -1HL 1 J .... i' I i 1 1 i i { F5 X F i . i • r tin ' < 

^rwo H k i ' |K%mEt,kotHv t^ ot* j << , " > >o^;w 
f ii i' 11 r - rr tn>. hit Nil hiit i-t \ - n 

5 t« dl -Ik k > i > i iMn ill in; ivj * _ i . Nf» 

I i 1 1 i i i 1 i I" fillit i lit), i i 

mlut't i r 'i 1 n ir' rn,i<n - > u t < ,it i HiitiC'rt m 

| lUs {Si. I I - t L ! L K > l > I + , I. L'lUltl, 11 it ,i Ptt<, ^ 

1" - m I, i ! c i w o i i i i h „ i _ i i , 1 h uE)\ \ W i v. i In i 

■ |i n iir ( i it til ithr svrr f M r^5es $h s lit khatkftxf 
t-i-> hvNiihi SU^r* dHt:-; . mi iH.^oJTKSl m«ppSE5g 

i J- s . v ' , i h 1 > i 1 I o j t vn - hn i ii iiv4l tk 

|n\vc i pv> i ; <p k ilcinwu ' i 1 if is 1 in . > jI. i\ 

15 > 1 It 1 . 111 It u i - . 1 thin i i I il . nt . | If- t I in 

.it i il t c '1 tt m I i u * in > in t >< \ \i tV. 

Mm It Inht'i it \1 i, itl l . t in r- f l t uJi oas. J lopUns t <nik t 

\\'<skh MeJicaU *n i i A\*uross*g 1 fi^gdk^e s^W^b' ' Jl 1 111 1 1 
20 kb i JT»\ \ , f lli t tt in ^ i s 1 tt ttwdsuw? 

2>i h o c i " - v tc i t. n J- il v v "i 

hi t ' t i i nth - - 'i i. i , , t ji ht Mi t k - i Iht it in > 
j,.i|'^i un ii ultt Mm ii I t * r if ii ' t in' I ah 

ij.ti h t cud 1 ^ i ■ I j jh_ iiik ! 'Xi'i > J*. *>. 

t. i t i i i u ii 1 1 h i s 1 1 -■ i i ii 1 M f ' l*i 

25 StsU^K i i ■ p i t f . irf i jl i ^ . ..-.in i \1i , 

(.■bstTv 'In »tmt in tlh-iOcvUr liul 1 Kut ti > -iru'r, nHm h J< n ; ti" 

t,K -Ml f tllt 1 L h j t \ HuU sU t I -■ U it - I li f -> 

I i \j i ii n .uqvfiiftt'xni i i i i .i 5 ro 

ii' il hi H i i I ti >l it" hi 1* i k > i sr ii ph^n i k ■ <i f e i tin 

;!> I i I i - < t , . til tjlllto t i 



i is 




5 ]ri4d<tm- ;n,h.t,T.a;-n^ i-if-d 

'in V mi]i>.j<> lebcix -n k r i< ocUWorrn B^h 
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